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WEDNESDAY,  FEBRUARY  21,   1973 

U.S.  Senate, 
Subcommittee  on  Health  of  the 
Committee  on  Labor  and  Public  Welfare, 

Washington,  D.C. 

The  subcommittee  met,  pursuant  to  notice,  at  10  a.m.  in  room 
4232,  Dirksen  Building,  Senator  Edward  M.  Kennedy,  subcommittee 
chairman,  presiding. 

Present:  Senators  Kennedy,  Nelson,  Schweiker,  and  Taft. 

Staff  members  present :  LeRoy  G.  Goldman,  professional  staff  mem- 
ber ;  and  Jay  B.  Cutler,  minority  counsel. 

Senator  Kennedy.  The  subcommittee  will  come  to  order. 

Today,  as  we  begin  this  important  set  of  oversight  hearings  on 
biomedical  research  and  human  experimentation,  scientists  may  stand 
on  the  threshold  of  being  able  to  recreate  man.  They  will  soon  have 
the  power  to  modify  and  control  his  behavior — indeed  they  can  al- 
ready do  so  in  certain  controlled,  clinical  settings. 

In  the  last  decade,  we  have  witnessed  an  unparalleled  expansion 
of  our  technological  capabilities.  The  technology  of  biomedical  re- 
search is  the  technology  of  man.  Today,  we  have  more  biomedical 
research  scientists  at  work  on  more  kinds  of  projects  than  at  any  time 
in  our  history.  Their  success  in  these  endeavors  has  taken  us  beyond 
the  frontiers  of  man's  understanding.  And  the  gap  between  the  devel- 
opment of  the  technology  of  man,  and  our  capacity  to  understand 
the  nature  and  implications  of  that  technology,  widens  every  day. 

In  the  last  decade,  we  have  seen  a  surgeon  hold  a  human  heart  in 
his  hands  and  transplant  it  into  another  person's  body ;  we  have  seen 
scores  of  surgeons  renew  life  for  thousands  of  people  by  the  trans- 
plantation of  kidneys;  we  have  seen  scientists  unravelling  the  mys- 
teries of  the  genetic  code,  learning  how  to  alter  the  very  structure  of 
the  building  blocks  of  life;  we  have  seen  scientists  begin  to  unlock 
the  mysteries  of  the  brain  and  begin  to  understand  the  physical  basis 
of  feelings — of  sorrow  and  joy,  of  pain  and  pleasure,  of  anger  and 
understanding;  we  have  seen  a  breakthrough  in  the  treatment  of 
Hodgkins  disease,  a  dreaded  cancer  of  the  lymph  nodes ;  we  have  seen 
a  vaccine  developed  to  eliminate  measles.  We  have  all  been  touched 
by,  and  have  all  profited  by,  the  fruits  of  biomedical  research. 

In  the  next  decades  scientists  will  place  even  more  powerful  tools 
in  our  hands.  We  will,  as  a  society,  have  to  be  ready  to  answer  many 
questions : 

Under  what  conditions,  if  any,  would  genetic  manipulation  of  our 
population  be  allowed  ? 

(1) 


Under  what  conditions,  if  any,  would  neurosurgical  or  pharma- 
cologic modifications  of  behavior  be  allowed  ? 

W  hat  constitutes  death  ? 

Who  will  have  access  to  lifesaving  equipment  if  it  is  in  short 
supply — like  kidney  dialysis  machines,  or  artifical  hearts? 

When  may  a  society  expose  some  of  its  members  to  harm  in  order 
to  seek  benefits  for  the  rest  of  its  people  ? 

This  set  of  hearings  will  explore  many  of  these  questions.  We  will 
hear  from  those  who  believe  these  new  and  powerful  tools  will  help  us 
realize  our  full  potential  as  a  nation  and  as  a  people;  we  will  hear 
from  others  who  feel  that  our  basic  and  most  cherished  freedoms  are 
threatened  by  the  technology  of  man. 

On  Friday,  we  will  explore  the  status  of  research  into  the  nature 
of  the  human  mind.  We  will  consider  the  implications  of  psycho- 
surgery and  electrical  stimulation  of  the  brain ;  we  will  be  updated  by 
Dr.  B.  F.  Skinner,  on  his  behavioral  research.  On  March  6  we  will  look 
at  prisoners  as  subjects  of  biomedical  research  and  ask  what  special 
ethical  and  moral  considerations  come  into  play  when  research  is 
carried  out  on  a  captive  population.  On  March  7,  we  will  glimpse  into 
the  future  of  genetics  and  human  engineering;  we  will  look  into  the 
future  of  surgery;  and  we  will  look  to  the  past  accomplishments  of 
biomedical  research.  On  March  8  we  will  try  to  get  answers  to  some 
of  the  questions  raised  and  will  try  to  formulate  more  appropriate 
questions.  We  will  inquire  as  to  the  next  steps  our  society  must  take 
in  order  to  master  the  technology  of  man,  so  that  we  may  come  to 
understand  it,  guide  its  application  and  not  become  its  victims.  If  we 
find  that  legislation  is  required,  we  will  move  promptly  to  enact  it. 

It  is  our  hope  that  these  hearings  will  encourage  continued  support 
of  and  advancement  of,  biomedical  research.  It  is  also  our  hope  that 
they  will  encourage  a  closer  look  at  the  ethical  and  moral  implications 
of  what  we  have  already  done  and  will  soon  be  able  to  do. 

It  is  in  the  dailv  practice  of  medicine  that  the  products  of  biomedical 
research  eventually  find  their  application.  The  first  two  days  of  these 
hearings  will  demonstrate  that  for  a  varietv  of  reasons,  the  medical 
care  svstem  is  structured  so  that  those  products  are  easily  misused.  The 
result  is  that  human  experimentation  is  part  of  the  routine  practice 
of  medicine. 

The  rapid  development  of  new  knowledge  has  placed  a  heavy  burden 
on  the  practicing  phvsician.  Scientific  journals  proliferate  each  year, 
and  it  is  becoming  harder  for  the  physician  to  keep  up — to  know  what 
the  new  drugs,  new  techniques,  and  new  treatments  are.  Yet  each 
phvsician  wants  to  know  and  be  able  to  use  the  new  knowledge  for  the 
benefit  of  his  patients. 

This  sometimes  results  in  the  use  of  new  techniques  and  new  treat- 
ments that  are  onlv  imperfpct.lv  understood.  Sometimes,  they  are  not 
yet  even  officiallv  sanctioned.  The  absence  of  sufficient  quantity  control 
mechanisms  in  the  practice  of  medicine,  coupled  with  the  almost  un- 
limited freedom  of  action  which  physicians  have  in  the  treatment  of 
their  patients,  encourages  the  development  of  patterns  of  medical  prac- 
tice that  may  well  be  premature  and  based  on  an  inadequate  under- 
standing of  the  new  technique  or  new  drug. 


These  hearings  will  describe  the  premature  development  of  prac- 
tice patterns  with  respect  to  two  drugs — DepoProvera  and  DES.  Both 
of  these  drugs  have  certain  approved  uses  and  both  are  considered  to  be 
experimental  for  other  uses. 

When  a  new  drug  is  developed  or  when  a  new  use  is  proposed  for 
an  old  drug,  the  Food  and  Drug  Administration  supervises  well  regu- 
lated tests  to  determine  if  the  new  use  is  safe  and  effective.  During  this 
experimental  test  period  the  drug  is  not  officially  approved  by  the 
FDA  for  common  use.  We  will  demonstrate  that  although  DepoPro- 
vera and  DES  are  officially  classified  as  experimental  for  use  as  birth 
control  agencies,  both  are  in  widespread  use  in  this  country,  without 
informed  consent  or  proper  medical  followup.  When  a  physician  pre- 
scribes a  drug  for  a  purpose  other  than  that  for  which  it  has  been  ap- 
proved, he  is  performing  an  experiment.  And  in  the  absence  of  suffi- 
cient quality  control  mechanisms,  his  latitude  to  perform  such  experi- 
ments is  nearly  unlimited. 

There  is  no  malice  involved  in  such  a  situation.  In  fact,  the  reverse 
is  probably  true — the  physician  may  have  independently  come  to  the 
conclusion  that  the  drug  is  good  and  safe,  and  that  the  FDA  is  too 
slow  in  approving  it.  He  may  not  know  that  the  drug  is  experimental. 
He  may  simply  be  playing  a  hunch  based  on  years  of  clinical  experi- 
ence. The  question  is  whether  or  not  we  can  tolerate  a  system  where 
the  individual  physician  is  the  sole  determinant  of  the  safety  of  an  ex- 
perimental procedure. 

After  all,  it  is  the  patients  who  must  live  with  the  consequences  of 
that  decision. 

Our  first  witness  is  Dr.  Charles  Edwards,  Commissioner  of  the  Food 
and  Drug  Administration.  In  1962  Dr.  Edwards  became  associate  di- 
rector of  medical  education  of  the  American  Medical  Association  and 
in  1963  was  named  director  of  AMA's  division  of  socio-economics  ac- 
tivity. He  became  Commissioner  of  the  Food  and  Drug  Administra- 
tion in  1969. 

We  welcome  him  back  to  this  committee,  and  we  are  expecting 
big  things  from  him  in  the  future,  but  first  Senator  Javits'  opening 
statement  will  be  printed  at  this  point. 

Opening  Statement  of  Hon.  Jacob  K.  Javtts,  a  U.S.  Senator  From 
the  State  of  New  York  and  Ranking  Minority  Member  of  the 
Senate  Committee  on  Labor  and  Public  Welfare 

Senator  Javits.  As  the  Health  Subcommittee  of  the  Committee  on 
Labor  and  Public  Welfare  (of  which  I  am  ranking  minority  member) 
begins  hearings  on  such  issues  as  psychosurgery,  organ  transplants, 
genetic  manipulations,  sterilization  procedures  for  criminal  behavior, 
brain- washing,  mind  control  and  mind  expanding  techniques,  and  yes, 
even  the  very  concept  of  birth  and  death  itself,  the  urgent  need  to  ade- 
quately protect  the  rights  and  welfare  of  human  subjects  in  all  research 
activities  becomes  imperative. 


To  assure  meaningful  legal  controls  of  all  federally  supported 
research  activities  involving  human  subjects,  I  have  introduced  the 
"Protection  of  Human  Subjects"  bill  S.  878,  and  ask  that  the  full  text 
of  the  bill  be  printed  in  the  hearing  record  at  the  conclusion  of  my 
remarks. 

The  bill  is  patterned  upon  NIH  research  guidelines  and  outlines 
flexible  operating  procedures  which  can  be  adapted  to  a  variety  of 
federally  funded  grant  an  contract  mechanisms  to  safeguard  the  rights 
and  welfare  of  human  subjects. 

There  is  no  doubt  but  that  we  must  constantly  and  continually  en- 
courage research  into  the  great  enigma  of  man  and  his  world  if  we  are 
to  eventually  overcome  the  abysmal  depths  of  ignorance  and  disease. 

But  we  must  guard  against  self  delusion  lest  it  harm  that  precious 
quality  of  life  which  is  so  uniquely  human — also  to  be  humane.  Scien- 
tific inquiry  must  constantly  be  blended  with  judgment,  compassion 
and  sympathy,  the  true  synthesis  of  humaneness  and  humanity. 

The  dilemma  of  what  reforms  would  be  imposed  upon  scientific 
inquiry  and  medical  experimentation  will  require  the  leadership  of 
the  medical  profession.  The  recent  book,  Research  on  Hwman  Sub- 
jects— Problems  of  Social  Control  In  Medical  Experimentation,  by 
Bernard  Barber,  John  J.  Lally,  Julia  Loughlin  Makarushka,  and 
Daniel  Sullivan,  unfortunately  concludes  that  medical  schools 
".  .  .  have  not  been  ethical  leaders  with  regard  to  peer  group  review. 
They  have  a  proud  record  of  scientific  leadership,  but  their  record  in 
ethical  innovation  is  not  distinguished." 

Medical  schools  have  primary  responsibility  for  the  education  and 
training  of  those  who  will  carry  on  the  medical  profession  as  practi- 
tioners, as  researchers,  and  as  teachers,  and  are  the  natural  environment 
to  become  ethical  leaders  in  respect  to  efforts  to  safeguard  the  rights 
and  welfare  of  the  human  subjects  of  biomedical  research. 

I  believe  that  unless  significant  improvement  is  made  in  the  curricula 
of  our  medical  schools — to  provide  ethical  leadership  in  protecting 
and  safeguarding  the  rights  of  human  subjects — it  will  augur  ill  for 
our  nation's  future.  Therefore,  I  am  introducing  with  Senator  Wil- 
liams, Chairman  of  the  Committee,  a  bill  to  authorize  special  project 
grants  to  medical  schools  to  stimulate  the  development  of  programs  in 
the  ethical,  social  and  legal  implications  of  the  advances  in  biomedical 
science  and  technology,  with  emphasis  upon  their  implications  for 
individuals  and  society.  I  request  that  the  full  text  of  the  bill  also  be 
printed  in  the  hearing  record  at  the  conclusion  of  my  remarks. 

It  is  imperative  that  we  maintain  a  constant  vigil  lest  the  zeal  which 
first  motivated  and  then  impelled  man  forward  in  his  never-ending 
quest  for  enlightenment  be  like  the  sorcerer's  apprentice,  exceeding  its 
bounds  and  unfettered,  cause  us  to  outdistance  our  own  capacity  for  the 
best  values  of  humanity;  and  this  could  easily  result  in  moral  suicide. 

At  the  same  time,  excessive  rigidity  in  the  regulation  of  human  sub- 
ject experimentation  because  of  some  improprieties  in  ethical  self  regu- 
lation would,  I  believe,  be  to  the  disadvantage  of  the  individual  and 
society.  Civilized  society  cannot  tolerate  the  callous  diregard  of  human 
rights  for  any  purpose  and  mankind  would  be  badly  served  if  we  write 
rigid  laws  to  govern  research  practices  and  scientific  investigation, 


but  research,  development  and  the  reduction  to  practice  of  new  ideas 
are  not  carried  out  in  a  practical,  ethical,  or  legal  vacuum  and  the  pub- 
lic interest  would  not  be  served  by  such  an  inflexible  approach. 

In  view  of  my  own  deep  personal  concern  about  this  subject,  I  have 
sponsored — with  the  Chairman  of  the  Labor  and  Public  Welfare  Com- 
mittee, Senator  Williams ;  the  ranking  minority  member  of  the  Health 
Subcommittee,  Senator  Schweiker;  and  the  Chairman  of  the  Health 
Subcommittee,  Senator  Kennedy — a  special  Congressional  briefing 
session  on  February  27  about  the  advances  in  biomedical  science  and 
their  important  consequences  for  the  future  of  mankind  generally, 
and  for  our  country  in  particular.  These  new  developments  have  pro- 
found ethical  and  legislative  implications,  and  so  require  under- 
standing on  our  part  as  legislators  if  they  are  to  be  used  for  maximum 
benefit  to  our  people. 

[The  texts  of  S.  878  and  S.  974  follow :] 
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IN  THE  SENATE  OF  THE  UNITED  STATES 

February  15,1973 

Mr.  Javits  introduced  the  following  bill ;  which  was  read  twice  and  referred 
to  the  Committee  on  Labor  and  Public  Welfare 


A  BILL 

To  amend  the  Public  Health  Service  Act  to  provide  for  restric- 
tions on  funds  for  experimental  use. 

1  Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2  tives  of  the  United  States  of  America  in  Congress  assembled, 

3  That  part  A  of  title  III  of  the  Public  Health  Service  Act 

4  is  amended  by  inserting  at  the  end  thereof  the  following 

5  new  section: 

6  "protection  of  human  subjects 

7  "Sec.  3 IOC.   (a)   Notwithstanding  any  other  provision 

8  of  law,  unless  enacted  after  the  enactment  of  this  Act  ex- 

9  pressly  in  limitation  of  the  provisions  of  this  section,  funds 

10  appropriated  for  any  fiscal  year  to  carry  out  any  Federal 

11  program  shall  not  be  made  available  to  any  organization 
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1  unless  such  organization  has  given  acceptable  assurance  that 

2  none  of  these  funds  will  be  used  in  support  of  an  activity 

3  involving  human  subjects  at  risk  in  programs  of  research, 

4  development,  or  demonstration  in  the  absence  of  initial  and 

5  continuing  review  and  approval  by  an  appropriate  organiza- 

6  tional  committee.  This  review  shall  determine  that  the  rights 

7  and  welfare  of  the  subjects  involved  are  adequately  pro- 

8  tected,  that  the  risks  to  an  individual  are  outweighed  by 

9  the  potential  benefits  to  him  or  by  the  importance  of  the 

10  knowledge  to  be  gained,  and  that  informed  consent  is  to  be 

11  obtained  by  methods  that  are  adequate. 

12  "(b)    The  organizational  committee  must  be  composed 

13  of  sufficient  members  with  such  varying  backgrounds  of  com- 

14  petence  as  to  assure  complete  and  adequate  review.   No 

15  member  of  such  committee  shall  be  involved  in  either  the 

16  initial  or  continuing  review  of  an  activity  in  which  he  has  a 

17  conflicting  interest,  except  to  provide  information  requested 

18  by  the  committee. 

19  "(c)    For  the  purposes  of  this  section  only,  the  term 

20  'informed  consent'  shall  mean  the  consent  of  a  person,  or  his 

21  legal  representative,  so  situated  as  to  be  able  to  exercise  free 

22  power  of  choice  without  the  intervention  of  any  element  of 

23  force,  fraud,  deceit,  duress,  or  other  form  of  constraint  or 

24  coercion.  The  information  to  be  given  to  the  subject  shall 
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1  include  the  following  basic  elements  in  all  but  exceptional 

2  cases : 

3  "  ( 1 )   a  fair  explanation  of  the  procedures  to  be 

4  followed,  including  an  identification  of  any  which  are 

5  experimental ; 

0*  "  (2)   a  description  of  any  attendant  discomforts  and 

7  risks  reasonably  to  be  expected ; 

8  "  (3)   a  description  of  any  benefits  reasonably  to  be 

9  expected ; 

10  "(4)   a  disclosure   of  any   appropriate   alternative 

11  procedures  that  might  be  advantageous  for  the  subject; 

12  "  (5)   an  offer  to  answer  any  inquiries  concerning 

13  the  procedures ;  and 

14  "  (6)   an  instruction  that  the  subject  is  free  to  with- 

15  draw  his  consent  and  to  discontinue  participation  in  the 

16  project  or  activity  at  any  time. 

17  In  addition,  the  agreement,  written  or  oral,  entered  into  by 

18  the  human  subject  or  from  the  human  subject's  legal  repre- 

19  sentative,    shall  include   no   exculpatory   language   through 

20  which  the  subject  is  made  to  waive,  or  to  appear  to  waive, 

21  any  of  his  legal  rights,  or  to  release  the  institution  or  its 

22  agents  from  liability  for  negligence.  Any  organization  which 

23  initiates,  directs,  or  engages  in  programs  of  research,  devel- 

24  opment,  or  demonstration  which  require  informed  consent 
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1  shall  keep  a  permanent  record  of  such  consent  and  the  in- 

2  formation   provided   the    subject   and    develop    appropriate 

3  documentation  and  reporting  procedures  as  an  essential  ad- 

4  ministrative  function. 

5  "(d)   For  the  purposes  of  this  section  only  the  term 

6  'organization'  means  any  Federal,  State,  municipal,  or  other 

7  Government  agency,  or  any  corporation,  institution,  agency, 

8  or  other  legally  accountable  person. 

9  "  (e)   The  term  'human  subject  at  risk'  means  an  in- 

10  dividual  who  may  be  exposed  to  the  possibility  of  harm — 

11  physical,   psychological,    sociological,    or   other — as   a   con- 

12  sequence  of  any  activity  which  goes  beyond  the  application 

13  of  those  established  and  accepted  methods  necessary  to  meet 

14  the  individual's  needs. 

15  "(f)   Nothing  in  this  section  shall  prevent  Federal  pro- 

16  gram  staff  from  establishing  and  maintaining  internal  review 

17  procedures  to  identify  risks  to  subjects  in  Federal  programs, 

18  and  from  making  independent  determinations  that  the  rights 

19  and  welfare  of  the  subj-ects  involved  are  adequately  pro- 

20  tected,  that  the  risks  to  an  individual  are  balanced  by  the 

21  potential  benefits  to  him  or  by  the  importance  of  the  knowl- 

22  edge  to  be  gained,  and  that  informed  consent  is  to  be  obtained 

23  by  methods  that  are  adequate  and  appropriate. 

24  "(g)    'Exceptional  cases',  as  used  in  paragraph   (c)   of 

25  this  section,  which  exceptions  are  to  be  strictly  applied,  are 
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1  cases  where  it  is  not  feasible  to  obtain  the  subject's  consent 

2  or  the  consent  of  his  representative,  or  where,  as  a  matter  of 

3  professional  judgment  exercised  in  the  best  interest  of  a  par- 

4  ticular  subject  under  care,  it  would  be  contrary  to  that  sub- 

5  ject's  welfare  to  obtain  his  consent  as  the  communication  of 

6  information  to  obtain  consent  would  seriously  affect  the  sub- 

7  ject's'  disease  status  and  the  physician  has  exercised  a  profes- 

8  sional  judgment  that  under  the  particular  circumstances  of 

9  this  subject's  case,  the  subject's  best  interests  would  suffer  if 

10  consent  were  sought. 

11  "  (h)  The  Secretary  of  Health,  Education,  and  Welfare 

12  shall  from  time  to  time,  and  in  cooperation  with  other  de- 

13  partments  and  agencies  of  the  Federal  Government,  identify 

14  those  Federal  programs  which  may  involve  human  subjects 

15  at  risk,  determine  the  form  the  assurances  required  by  this 

16  section  shall  take,  set  guidelines  for  the  establishment  of 

17  operation  of  organizational  committees,  and  establish  such 

18  additional  regulation  as  the  implementation  of  this  section 

19  may  require.". 


11 


63d  CONGRESS 

1st  Session 


S.974 


IN  THE  SENATE  OF  THE  UNITED  STATES 

February  22,1973 

Mr.  Javtts  (for  himself,  Mr.  Williams,  and  Mr.  Mondale)  introduced  the  fol- 
lowing bill ;  which  was  read  twice  and  referred  to  the  Committee  on  Labor 
and  Public  Welfare 


A  BILL 

To  amend  the  Public  Health  Service  Act  to  provide,  in  the  train- 
ing of  .health  professionals,  for  an  increased  emphasis  on  the 
ethical,  social,  legal,  and  moral  implications  of  advances  in 
biomedical  research  and  technology. 

1  Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2  tives  of  the  United  States  of  America  in  Congress  assembled, 

3  That  section  772  (a)  (7)   of  the  Public  Health  Service  Act 

4  (42  U.S.O.  201  et  seq.)   is  amended  by  inserting  immedi- 

5  ately  before  the  semicolon  at  the  end  thereof  the  following: 

6  ",   or    (C)    providing  increased  emphasis  on,  the  ethical, 

7  social,  legal,  and  moral  implications  of  advances  in  biomedi- 

8  cal  research  and  technology  with  respect  to  the  effects  of 

9  such  advances  on  individuals  and  society". 
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STATEMENT  OF  CHARLES  C.  EDWARDS,  M.D.,  COMMISSIONER  OF 
FOOD  AND  DRUGS,  DEPARTMENT  OF  HEALTH,  EDUCATION,  AND 
WELFARE,  ACCOMPANIED  BY  HENRY  E.  SIMMONS,  M.D.,  DIREC- 
TOR, BUREAU  OF  DRUGS,  FOOD  AND  DRUG  ADMINISTRATION, 
DHEW;  PETER  BARTON  HUTT,  ASSISTANT  GENERAL  COUNSEL, 
DEPARTMENT  OF  HEALTH,  EDUCATION,  AND  WELFARE;  GERALD 
F.  MEYER,  DIRECTOR,  OFFICE  OF  LEGISLATIVE  SERVICES,  FOOD 
AND  DRUG  ADMINISTRATION,  DHEW;  JOHN  S.  ZAPP,  D.D.S.,  DEP- 
UTY ASSISTANT  SECRETARY  FOR  LEGISLATION  (HEALTH), 
DHEW 

Dr.  Edwards.  Thank  you,  Mr.  Chairman.  I  would  like  first  to  take 
the  opportunity  to  introduce  my  colleagues. 

On  my  immediate  right  is  Dr.  John  Zapp,  Deputy  Assistant  Secre- 
tary for  Legislation  on  Health,  Department  of  Health,  Education, 
and  Welfare.  To  his  right  is  Dr.  Henry  E.  Simmons,  Director,  Bureau 
of  Drugs,  Food  and  Drug  Administration.  On  my  left  is  Mr.  Peter 
Hutt,  Assistant  General  Counsel,  and  on  his  left  is  Mr.  Gerald  Meyer, 
who  is  Director  of  Food  and  Drug  Administration  Legislative  De- 
partment. 

We  are  pleased  to  appear  before  you  today 

Senator  Kennedy.  You  have  a  very  extensive  statement  here.  We 
would  be  glad  to  include  it  in  its  entirety  in  the  record.  You  can  pro- 
ceed whichever  way  you  like.  We  have  a  lot  of  questions  we  would  like 
to  ask  you. 

Dr.  Edwards.  Mr.  Chairman,  I  would  like  to  have  it  all  included, 
with  your  permission,  in  the  record.  We  have  cut  it  down  rather 
extensively. 

Senator  Kennedy.  Your  prepared  statement  in  its  entirety  will 
appear  at  the  end  of  your  testimony. 

Dr.  Edwards.  With  your  permission,  I  will  go  ahead  with  the  way 
we  have  cut  it  down. 

As  I  said,  we  are  pleased  to  appear  before  you  today  to  discuss  the 
policies  and  programs  of  the  Food  and  Drug  Administration  with 
regard  to  the  safeguards  provided  for  humans  participating  in  clini- 
cal drug  trials  leading  to  the  development  of  new  drugs. 

It  should  be  understood  at  the  outset  that  this  is  a  difficult  and  com- 
plex subject  with  serious  scientific,  moral,  and  ethical  considerations. 

Perhaps  the  most  critical  point  that  can  be  emphasized  this  morn- 
ing is  the  real  dilemma  that  exists  with  regard  to  any  research  or  in- 
vestigational study.  At  the  present  time,  there  is  no  species  of  animal 
or  "in  vitro"  laboratory  test  system  that  can  be  relied  on  alone  to  be 
completely  predictive  of  what  to  expect  in  man.  In  other  words,  no 
matter  how  much  animal  or  laboratory  data  we  can  collect,  at  some 
point  we  must  address  ourselves  to  the  question,  "What  does  this  data 
mean  for  man  and  how  will  a  human  be  affected  by  this  drug?"  This 
is  why  clinical  studies  are  necessary.  If  we  should  ever  decide  that 
clinical  studies  cannot  be  undertaken,  then  we  effectively  terminate 
further  drug  development  and  progress  in  medicine.  Until  we  have  an 
animal  or  laboratory  system  that  is  perfectly  predictive  for  man,  we 
are  and  will  be  dependent  on  adequate  and  well-controlled  clinical 
research. 
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Studies  in  children.  In  this  general  context  one  should  discuss  the 
use  of  investigational  drugs  or  other  new  therapeutic  approaches  in 
children.  There  is,  understandably,  a  natural  reluctance  on  the  part 
of  some  scientists  to  conduct  studies  in  children.  But  the  fact  is  that 
when  children  are  sick,  they  too  may  need  drugs  and  it  would  surely 
be  unethical  to  administer  to  children  drugs  which  have  not  been 
studied  in  children.  Infants  and  children  often  do  not  metabolize  drugs 
as  adults  do.  Moreover,  it  is  usually  not  possible  to  predict  the  correct 
dose  of  a  drug  for  a  child  merely  by  regarding  it  as  a  miniature  adult 
and  lowering  the  dose  proportionately. 

Experts  in  pediatrics  and  in  pharmacology  have  concluded  that 
drugs  must  be  studied  in  children  before  they  are  used  in  children; 
in  fact,  FDA  requires  that  drugs  be  studied  in  all  age  groups  for 
which  a  drug  is  intended. 

Clearly  when  a  drug  or  other  therapeutic  approach  is  studied  in 
children,  the  children  should  be  expected  to  benefit  from  the  course  of  . 
treatment  being  studied.  Other  studies  on  the  effects  of  the  drug 
may  also  be  done  simultaneously  and  recorded,  but  a  benefit  to  the 
patient  should  exist  to  justify  the  study.  The  FDA  has  such  a  working 
policy  on  the  use  of  investigational  drugs  in  children  and  is  working 
with  experts  of  the  American  Academy  of  Pediatrics  to  develop  guide- 
lines for  drug  testing  in  children. 

The  1962  Drug  Amendments  to  the  Federal  Food,  Drug,  and  Cos- 
metic Act  required  FDA  to  exercise  strict  control  over  the  use  of 
investigational  drugs  undergoing  clinical  trials.  The  IND  procedure 
offers  comprehensive  control  of  the  developmental  testing  of  drugs 
in  this  country  and  insures  that  the  proposed  studies  are  justifiable 
and  do  not  expose  human  beings  to  undue  risks.  Our  regulatory 
process  also  requires  that  the  studies  be  well  controlled  and  therefore 
meaningful. 

Among  other  things,  the  1962  Drug  Amendments  specifically  re- 
quired that  consent  be  obtained  except  when  not  feasible  or  when,  in 
the  judgment  of  the  investigator,  it  is  contrary  to  the  best  interests 
of  the  patient.  In  1967,  FDA  clarified  and  strengthened  this  statutory 
provision  by  regulations  requiring  written  consent  in  the  first  two 
phases  of  human  clinical  trials  and  a  documentation  if  oral  consent 
is  obtained  in  place  of  written  consent  in  Phase  III. 

FDA's  action  in  1970  further  reduced  the  possibility  of  patients 
being  exposed  to  unwarranted  risk.  A  new  regulation  provided  for  a 
30-day  delay  before  clinical  studies  could  be  initiated  in  order  to 
allow  for  a  preliminary  screen  of  the  proposed  study  to  assure  that 
the  drug  has  been  adequately  studied  in  laboratory  animals  and  would 
be  studied  under  a  scientifically  sound  protocol  that  would  not  expose 
human  subjects  to  an  unwarranted  risk. 

Also  pursuant  to  the  1962  Drug  Amendments,  the  FDA  has  acted 
to  "disqualify"  clinicians  because  of  improper  and  unethical  prac- 
tices. A  program  of  surveillance  of  clinical  investigations  began  in 
1967,  and  specific  formal  procedures  for  such  "disqualifications"  of 
clinical  investigators  were  established  in  1968.  Since  then,  sixteen 
investigators  have  been  disqualified  and  20  have  been  reprimanded. 

Senator  Kennedy.  What  are  the  types  of  things  they  are  disquali- 
fied for? 
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Dr.  Edwards.  I  think,  Mr.  Chairman,  primarily  because  of  errone- 
ous data,  data  that  cannot  be  confirmed  by  proper  clinical  trials  and 
proper  testing.  Dr.  Simmons,  would  you  want  to  add  to  that  ? 

Dr.  Simmons.  Not  following  the  protocol  agreed  on,  Mr.  Chairman. 

Dr.  Edwards.  In  other  words,  erroneous  data  that  is  being  submitted 
to  the  Food  and  Drug  Administration  is  probably  the  most  frequent. 

When  an  investigator  is  disqualified,  he  is  ineligible  to  receive 
investigational  drugs  and  all  the  sponsors  employing  the  individual 
as  an  investigator  and  appropriate  government  agencies  are  notified 
of  this  disqualification.  The  data  generated  by  a  disqualified  investi- 
gator cannot,  of  course,  be  utilized  by  the  manufacturer  in  support 
of  his  application  for  marketing  approval.  In  the  case  of  reprimands, 
sponsors  are  routinely  notified  of  investigators'  shortcomings  since 
these  are  usually  indicative  of  poor  monitoring  by  the  sponsor.  It 
should  be  noted  that  criminal  cases  have  been  filed  for  fraudulent 
data  submitted  and  one  such  case  has  recently  been  referred  to  the 
Department  of  Justice  and  is  now  under  their  review. 

Good  investigational  practices  are,  of  course,  intimately  related  to 
good  monitoring  by  the  sponsors  of  the  study.  For  the  coming  year, 
FDA  has  designed  a  program  to  permit  a  more  precise  determination 
of  the  quality  of  such  monitoring  in  this  country.  Some  8-12  studies 
on  new  significant  compounds  have  been  selected  for  intensive  surveil- 
lance. This  is  an  initial  step  to  improve  the  existing  approach  of  pri- 
marily investigating  researchers  under  suspicion  of  violation.  The 
increased  coverage  provided  by  this  program  should  give  a  truer 
picture  of  the  state  of  affairs  of  clinical  investigations  carried  out 
under  investigational  new  drug  regulations  in  this  country. 

FDA's  regulatory  procedures  have  also  been  strengthened  by  provid- 
ing for  local  review  of  studies  to  determine  whether  proposed  studies 
are  justified  in  a  particular  area  and  to  provide  a  local  system  of 
assurance  that  the  study  is  conducted  ethically  and  in  compliance 
with  the  law.  In  1971,  FDA  promulgated  regulations  to  require 
institutional  committee  review  of  investigational  new  drug  studies. 
If  such  studies  are  conducted  on  institutionalized  subjects  or  by  an 
individual  affiliated  with  an  institution  assuming  responsibility,  assur- 
ances must  be  provided  that  an  institutional  review  committee  is 
responsible  for  initial  and  continuing  review  of  the  study.  A  review 
committee  must  be  composed  of  persons  of  varying  backgrounds — 
lawyers,  clergy,  laymen,  as  well  as  scientists — and  cannot  be  composed 
solely  of  physicians.  An  intramural  FDA  committee  now  provides 
this  type  of  review  for  all  studies  involving  human  subjects  which 
are  conducted  by  FDA. 

In  other  efforts  to  further  examine  the  many  issues  raised  regarding 
drug  testing  on  human  subjects,  a  contract  was  awarded  to  the  Drug 
Research  Board  of  the  NAlS^NRC  to  help  define  the  relative  roles  of 
the  sponsor  and  the  Food  and  Drug  Administration  with  regard  to 
clinical  investigations.  FDA  is  now  in  the  process  of  reviewing  the 
report  from  the  NRC  Drug  Research  Board  to  determine  what  mod- 
ifications can  be  made  in  the  current  system  to  improve  it  further 
so  that  investigators  are  aware  of  their  responsibilities,  that  research 
facilities  are  adequate,  that  patient  followup  is  appropriate  and  that 
consent  is  informed  and  obviously  voluntary. 
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Your  staff  have  expressed  particular  interest  in  regards  to  proce- 
dures for  the  approval  of  additional  uses  or  indications  for  drugs 
already  on  the  market.  Studies  of  new  uses  of  a  drug  are  also  subject 
to  our  IND  controls.  Adequate  and  well-controlled  studies  are  required 
to  establish  the  safety  and  effectiveness  of  the  drug  for  that  particular 
use.  It  is  illegal  to  promote  and  market  or  ship  a  drug  in  interstate 
commerce  for  an  unapproved  use  without  an  IND. 

However,  the  prescribing  of  an  approved  drug  for  an  unapproved 
use  by  individual  physicians  in  the  practice  of  medicine  is  beyond  the 
jurisdiction  of  the  FDA. 

A  proposed  regulation  issued  by  FDA  August  15,  1972,  clearly  out- 
lined this  issue  and  I  would,  at  this  time,  like  to  offer  that  regulation 
for  the  record. 

[The  information  subsequently  supplied  follows:] 

[Prom  the  Federal  Register,  Aug.  15,  1972] 

DEPARTMENT   OF   HEALTH,   EDUCATION.   AND   WELFARE 

Food  and  Drug  Administration 

[21  CFR  Part  130] 

Legal  Status  of  Approved  Labeling  for  Prescription  Drugs  ;  Prescribing  for 
Uses  Unapproved  by  the  Food  and  Drug  Administration 

Notice  of  proposed  rule  making 

The  widespread  use  of  certain  prescription  drugs  for  conditions  not  named  in 
the  official  labeling  has  led  to  questions  concerning  the  legal  responsibilities  of 
the  prescribing  physicians,  and  the  position  of  the  Food  and  Drug  Administration 
with  respect  to  such  use.  Accordingly,  the  Commissioner  proposes  to  add  a  new 
regulation  clarifying  the  applicable  legal  requirements  and  specifying  actions 
that  may  be  taken  by  the  Food  and  Drug  Administration  with  respect  to  unap- 
proved uses  of  approved  prescription  drugs. 

Section  505  of  the  Federal  Food,  Drug,  and  Cosmetic  Act  prohibits  the  intro- 
duction or  delivery  for  introduction  into  interstate  commerce  of  any  new  drug 
without  the  filing  of  an  investigational  new  drug  plan  or  approval  of  a  new  drug 
application.  Unlike  the  adulteration  and  misbranding  provisions  of  the  Act,  the 
new  drug  provisions  apply  only  at  the  moment  of  shipment  in  interstate  com- 
merce and  not  to  action  taken  subsequent  to  shipment  in  interstate  commerce. 
In  United  States  v.  Phelps  Dodge  Mercantile  Co.,  157  F.  2d  453  (9th  Cir.  1946), 
cert,  denied,  330  U.S.  818  (1947),  the  court  held  that  violations  while  products 
are  held  for  sale  after  interstate  shipment  did  not  come  within  the  jurisdiction 
of  the  Act.  As  a  result  of  that  decision,  Congress  enacted  the  Miller  amend- 
ment of  1948,  62  Stat.  582,  amending  section  301  (k)  of  the  Act  to  extend  the 
reach  of  the  adulteration  and  misbranding  provisions  of  the  Act  to  violations 
after  interstate  shipment.  The  1948  amendment  did  not,  however,  also  extend 
the  reach  of  the  new  drug  provisions  of  the  Act,  which  are  separate  from  the 
adulteration  and  misbranding  provisions,  to  action  taken  after  interstate  ship- 
ment. 

The  major  objective  of  the  drug  provisions  of  the  Federal  Food,  Drug,  and 
Cosmetic  Act  is  to  assure  that  drugs  will  be  safe  and  effective  for  use  under  the 
conditions  of  use  prescribed,  recommended,  or  suggested  in  the  labeling  thereof. 
Thus,  new  drug  approval  and  autibiotic  drug  certification  are  regulated  by  law, 
both  in  the  prescriber's  and  the  patient's  interest.  When  a  new  drug  is  approved 
for  marketing,  the  conditions  of  use  that  have  been  approved  are  required  to  be 
set  forth  in  detail  in  the  official  labeling.  This  labeling  must  accompany  the  drug 
in  interstate  shipment  and  must  contain  adequate  information  for  safe  and  effec- 
tive use  of  the  drug,  including:  Indications,  effects,  dosages,  routes,  methods, 
and  frequency  and  duration  of  administration,  contraindications,  side  effects, 
and  precautions.  The  labeling  is  derived  from  the  data  submitted  with  the  new 
drug  application.  It  presents  a  full  disclosure  summarization  of  drug  use  infor- 
mation, which  the  supplier  of  the  drug  is  required  to  develop  from  accumulated 
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clinical  experience,  and  systematic  drug  trials  consisting  of  preclinical  investiga- 
tions and  adequate  well-controlled  clinical  investigations  that  demonstrate  the 
drug's  safety  and  the  effectiveness  it  purports  or  is  represented  to  possess. 

If  an  approved  new  drug,  is  shipped  in  interstate  commerce  with  the  approved 
package  insert,  and  neither  the  shipper  nor  the  recipient  intends  that  it  be  used 
for  an  unapproved  purpose,  the  requirements  of  section  505  of  the  Act  are 
satisfied.  Once  the  new  drug  is  in  a  local  pharmacy  after  interstate  shipment,  the 
physician  may,  as  part  of  the  practice  of  medicine,  lawfully  prescribe  a  different 
dosage  for  his  patient,  or  may  otherwise  vary  the  conditions  of  use  from  those 
approved  in  the  package  insert,  without  informing  or  obtaining  the  approval  of 
the  Food  and  Drug  Administration. 

This  interpretation  of  the  Act  is  consistent  with  congressional  intent  as  indi- 
cated in  the  legislative  history  of  the  1938  Act  and  the  drug  amendments  of  1962. 
Throughout  the  debate  leading  to  enactment,  there  were  repeated  statements  that 
Congress  did  not  intend  the  Food  and  Drug  Administration  to  interfere  with 
medical  practice  and  references  to  the  understanding  that  the  bill  did  not  purport 
to  regulate  the  practice  of  medicine  as  between  the  physician  and  the  patient. 
Congress  recognized  a  patient's  right  to  seek  civil  damages  in  the  courts  if  there 
should  be  evidence  of  malpractice,  and  declined  to  provide  any  legislative  restric- 
tions upon  the  medical  profession. 

In  the  1938  Act  and  the  1962  amendments,  however,  Congress  clearly  required 
the  Food  and  Drug  Administration  to  control  the  availability  of  drugs  for  pre- 
scribing by  physicians.  Under  the  1938  Act,  a  new  drug  could  not  be  marketed 
unless  a  new  drug  application  establishing  the  drug's  safety  had  been  allowed 
to  become  effective  by  the  Food  and  Drug  Administration.  Under  the  1962  amend- 
ments, no  new  drug  is  permitted  on  the  market  until  the  Food  and  Drug  Ad- 
ministration approves  a  new  drug  application  demonstrating  both  its  safety  and 
effectiveness. 

Under  the  1962  amendments,  moreover,  the  Food  and  Drug  Administration 
is  required  to  review  the  labeling  for  every  new  drug,  including  the  package 
insert  for  prescription  new  drugs,  and  to  approve  it  as  not  false  or  misleading  in 
any  particular.  In  approving  the  labeling  the  Food  and  Drug  Administration  must 
determine  both  that  the  content  is  entirely  truthful,  and  that  it  omits  no  informa- 
tion pertinent  to  the  safe  and  effective  prescribing  of  the  drug  by  the  physician. 
Congress  intended  the  labeling  to  be  a  full,  complete,  honest,  and  accurate  ap- 
praisal of  the  important  facts  that  have  reliably  been  proved  about  the  drug. 

Thus,  although  it  is  clear  that  Congress  did  not  intend  the  Food  and  Drug  Ad- 
ministration to  regulate  or  interfere  with  the  practice  of  medicine,  it  is  equally 
clear  that  it  did  intend  that  the  Food  and  Drug  Administration  determine  those 
drugs  for  which  there  exists  substantial  evidence  of  safety  and  effectiveness  and 
thus  will  be  available  for  prescribing  by  the  medical  profession,  and  additionally, 
what  information  about  the  drugs  constitutes  truthful,  accurate,  and  full  dis- 
closure to  permit  safe  and  effective  prescription  by  the  physician.  As  the  law  now 
stands,  therefore,  the  Food  and  Drug  Administration  is  charged  with  the  re- 
sponsibility for  judging  the  safety  and  effectiveness  of  drugs  and  the  truthfulness 
of  their  labeling.  The  physician  is  then  responsible  for  making  the  final  judgment 
as  to  which,  if  anv,  of  the  available  drugs  his  patient  will  receive  in  the  light  of 
the  information  contained  in  their  labeling  and  other  adequate  scientific  data 
available  to  him.  .  '  . 

Although  the  Act  does  not  require  a  physician  to  file  an  investigational  new 
drug  plan  before  prescribing  an  approved  drug  for  unapproved  uses,  or  to  submit 
to  the  Food  and  Drug  Administration  data  concerning  the  therapeutic  results 
and  the  adverse  reactions  obtained,  it  is  sometimes  in  the  best  interests  of  the 
physician  and  the  public  that  this  be  done.  The  physician  should  recognize  that 
such  use  is  investigational,  and  he  should  take  account  of  the  scientific  principles, 
including  the  moral  and  ethical  considerations,  applicable  to  the  safe  use  or 
investigational  drugs  in  human  patients.  When  the  results  of  treatment  are 
reported  completely  and  accurately  the  data  may  be  helpful  to  patients  and 
physicians  as  well  as  to  the  Food  and  Drug  Administration.  Such  information 
can  lead  to  warnings  against  dangerous  unapproved  uses,  or,  on  the  other  nana, 
to  acceptance  of  previously  unknown  uses.  ■  . 

Physicians  have  been  concerned  that  the  failure  to  follow  the  labeling  of  a  drug 
may  render  them  unduly  liable  for  malpractice.  ■    . 

Although  labeling,  along  with  medical  articles,  tests,  and  expert  opinion,  may 
constitute  evidence  of  the  proper  practice  of  medicine,  it  is  not  qontrollinj  on 
this  issue.  The  labeling  is  not  intended  either  to  preclude  the  physician  from 
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using  his  best  judgment  in  the  interest  of  the  patient,  or  to  impose  liability  if  he 
does  not  follow  the  package  insert.  A  physician  should  recognize,  however,  that 
the  package  insert  represents  a  summary  of  the  important  information  on  the  con- 
ditions under  which  the  drug  has  been  shown  to  be  safe  and  effective  by  ade- 
quate scientific  data  submitted  to  the  Food  and  Drug  Administration. 

Where  the  unapproved  use  of  an  approved  new  drug  becomes  widespread  or 
endangers  the  public  health,  the  Food  and  Drug  Administration  is  obligated  to 
investigate  it  thoroughly  and  to  take  whatever  action  is  warranted  to  protect 
the  public.  Several  alternative  courses  of  action  are  available  to  the  Food  and 
Drug  Administration  under  these  circumstances,  depending  upon  the  specific 
facts  of  each  case.  These  actions  include :  Requiring  a  change  in  the  labeling  to 
warn  against  or  to  approve  the  unapproved  use,  seeking  substantial  evidence  to 
substantiate  the  use,  restricting  the  channel  of  distribution,  and  even  withdraw- 
ing approval  of  the  drug  and  removing  it  from  the  market  in  extreme  cases.  When 
necessary,  the  Food  and  Drug  Administration  will  not  hesitate  to  take  whatever 
action  of  this  nature  may  be  required  to  bring  possible  harmful  use  of  an  approved 
drug  under  control. 

Section  1.106  of  the  regulations  (21  CFR  1.106)  requires  the  labeling  to  con- 
tain appropriate  information  with  respect  to  all  intended  uses  of  the  drugs.  Thus, 
where  a  manufacturer  or  his  representative,  or  any  person  in  the  chain  of  dis- 
tribution, does  anything  that  directly  or  indirectly  suggests  to  the  physician  or 
to  the  patient  that  an  approved  drug  may  properly  be  used  for  unapproved  uses 
for  which  it  is  neither  labeled  nor  advertised,  that  action  constitutes  a  direct 
violation  of  the  Act  and  is  punishable  accordingly. 

The  Commissioner  believes  it  important  that  the  public,  the  medical  profession, 
and  the  pharmaceutical  industry  fully  appreciate  the  statutory  provisions  enacted 
by  Congress  that  are  controlling  under  these  circumstances. 

Therefore,  pursuant  to  provisions  of  the  Federal  Food,  Drug,  and  Cosmetic 
Act  (sec.  505,  701,  76  Stat.  781-785,  as  amended,  52  Stat.  1055-1056;  21  U.S.C. 
355,  371)  and  under  authority  delegated  to  the  Commissioner  (221  CFR  2.120),  it 
is  proposed  that  the  following  new  section  be  added  to  Part  130 : 

§  130.  Legal  status  of  labeling,  including  package  inserts  and  product  brochures, 
for  prescription  drugs;  prescribing  for  uses  unapproved  by  the  Food  and 
Drug  Administration 

(a)  The  Food  and  Drug  Administration  approves  labeling  for  a  prescription 
new  drug  as  part  of  the  new  drug  approval  process.  Supplemental  new  drug 
applications  may  periodically  result  in  revision  of  the  labeling. 

(1)  The  labeling  approved  by  the  Food  and  Drug  Administration  in  a  prescrip- 
tion new  drug  application  summarizes  all  information  with  respect  to  the  condi- 
tions of  use  for  which  substantial  evidence  is  available  to  the  Food  and  Drug 
Administration  that  the  drug  is  safe  and  effective. 

(2)  A  prescription  new  drug  may  not  be  shipped  in  interstate  commerce  when 
intended  for  uses  not  contained  in  the  currently  approved  labeling.  Such  un- 
approved uses  may  include,  inter  alia,  a  different  dosage,  or  a  different  patient 
population,  or  a  different  regimen,  than  that  approved.  Section  505  of  the  Federal 
Food,  Drug,  and  Cosmetic  Act  requires  that  a  manufacturer,  physician,  or  other 
person  who  ships  or  requests  shipment  of  a  prescription  new  drug  in  interstate 
commerce  with  the  intent,  or  for  the  purpose,  of  an  unapproved  use  must  first 
file  with  the  Food  and  Drug  Administration  an  investigational  new  drug  plan  as 
set  out  in  §  130.3. 

(3)  Once  a  prescription  new  drug  has  been  shipped  in  interstate  commerce  in- 
tended for  its  approved  use(s)  under  approved  labeling,  the  Federal  Food,  Drug, 
and  Cosmetic  Act  does  not  require  a  physician  to  file  with  the  Food  and  Drug 
Administration  an  investigational  new  drug  plan  in  order  to  lawfully  prescribe 
the  drug  for  an  unapproved  use,  when  such  prescribing  is  done  as  part  of  the 
practice  of  medicine. 

(b)  When  an  unapproved  use  of  a  new  drug  may  endanger  patients  or  create  a 
public  health  hazard,  or  provide  a  benefit  to  patients  or  to  the  public  health,  the 
Food  and  Drug  Administration  is  obligated  to  take  one  or  more  of  the  following 
courses  of  action : 

(1)  Revision  of  the  package  insert  may  be  required  to  add  a  specific  contra- 
indication or  warning  against  the  unapproved  use. 

(2)  The  manufacturer  may  be  required  to  obtain  and  submit  the  available 
data  with  respect  to  the  unapproved  use,  or  to  sponsor  clinical  trials  to  deter- 
mine the  safety  and  effectiveness  of  the  drug  for  the  unapproved  use. 
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(3)  If  substantial  evidence  of  safety  and  effectiveness  is  available,  revision 
of  the  package  insert  may  be  permitted  or  required  to  add  the  unapproved  use 
as  an  approved  use  and  to  state  the  conditions  under  which  the  drug  is  safe 
and  effective  for  that  use. 

(4)  Revision  of  the  package  insert  may  be  required  to  state  that  a  prescrip- 
tion for  the  drug  should  not  be  refilled. 

(5)  Revision  of  the  package  insert  may  be  required  to  state  that  the  drug 
should  be  distributed  only  through  specified  channels  (e.g.,  hospital  phar- 
macies) and/or  should  be  prescribed  dispensed,  or  administered  only  by  phy- 
sicians with  specified  qualifications. 

(6)  The  investigational  new  drug  authority,  as  well  as  the  new  drug  approval 
authority,  may  be  invoked  to  impose  a  requirement  that  the  drug  may  be  dis- 
tributed only  through  specified  channels  and/or  may  be  prescribed,  dispensed,  or 
administered  only  by  physicians  with  specified  qualifications. 

(7)  The  package  of  the  drug  dispensed  to  the  patient  may  be  required  to  con- 
tain a  package  insert  containing  appropriate  information  for  the  safe  and 
effective  use  of  the  drug  by  the  layman. 

(8)  The  approval  of  the  new  drug  application  may  be  revoked. 
Interested  persons  may,  within  60  days  after  publication  hereof  in  the  Federal 

Register,  file  with  the  Hearing  Clerk,  Department  of  Health,  Education,  and 
Welfare,  Room  6-88,  5600  Fishers  Lane,  Rockville,  Md.  20852,  written  comments 
(preferably  in  quintuplicate)  regarding  this  proposal.  Comments  may  be  accom- 
panied by  a  memorandum  or  brief  in  support  thereof.  Received  comments  may 
be  seen  in  the  above  office  during  working  hours,  Monday  through  Friday. 
Dated :  July  30, 1972. 

Charles  C.  Edwards, 
Commissioner  of  Food  and  Drugs. 

[FR  Doc.  72-12812  Filed  8-14-72 ;  8 :45  am  j 

Dr.  Edwards.  If  an  approved  new  drug  is  shipped  in  interstate 
commerce  with  the  approved  labeling  and  neither  the  manufacturer 
nor  the  recipient  intends  that  it  be  used  for  an  unapproved  purpose, 
the  requirements  of  the  Act  are  satisfied.  Once  the  new  drug  is  in  a 
local  pharmacy  after  interstate  shipment,  the  physician  may,  as  part 
of  the  practice  of  medicine,  lawfully  prescribe  a  different  dosage  for 
his  patient,  or  may  otherwise  vary  the  conditions  of  use  from  those 
approved  in  the  labeling,  without  informing  or  obtaining  the  approval 
of  the  FDA. 

This  interpretation  of  the  Act  is  required  in  light  of  the  legislative 
history  of  the  Act  which  is  replete  with  statements  that  Congress 
did  not  intend  the  Food  and  Drug  Administration  to  interfere  with 
medical  practice  and  references  to  the  understanding  that  the  law  did 
not  purport  to  regulate  the  practice  of  medicine  as  between  the  phy- 
sician and  the  patient. 

Senator  Kennedy.  If  the  Food  and  Drug  Administration  is  not 
prepared  to  do  this,  who  is  ? 

Dr.  Edwards.  I  think,  Mr.  Chairman,  at  least  in  my  judgment,  it  is 
a  combination  of  parties  that  should  be  involved  in  this. 

I  have  outlined  more  or  less  our  responsibility  in  being  sure  that 
there  is  adequate  labeling.  But  once  we  have  provided  the  adequate 
labeling,  then  I  think  it  has  to  be  a  combination  of  adequate  educa- 
tion of  physicians,  and  I  think  it  has  to  be  adequate  peer  review — 
there  has  to  be  peer  review  organizations  established  that  will  give 
this  kind  of  supervision  and  provide  this  kind  of  oversight. 

I  think  these  are  the  kinds  of  things  that  have  to  be  encouraged 
by  all  of  those  that  are  involved. 

Senator  Kennedy.  You  have  been  head  of  the  Food  and  Drug  Ad- 
ministration now  for  a  number  of  years.  At  the  present  time,  what 
is  your  impression  about  the  effectiveness  of  peer  review  in  this  area  ? 
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Dr.  Edwards.  Well,  I  think  that  the  whole  subject  of  drug  educa- 
tion and  peer  review  needs  to  be  strengthened.  I  do  not  think  there  is 
any  question  about  that. 

I  think  for  too  long  the  medical  profession  has  relied  too  heavily 
on  pharmaceutical  industry  for  drug  education.  I  think  we  should 
be  playing  a  much  more  important  role  than  we  have  in  the  past,  and 
we  are  moving  in  that  direction. 

We  have  established  a  drug  bulletin  that  goes  out  usually  monthly 
to  all  the  practicing  physicians.  But  in  addition  to  that,  I  think  such 
things  as  the  professional  standards  review  organizations  that  are  be- 
ing considered  by  the  administration  and  by  the  Congress  are  im- 
portant new  steps  that  need  to  be  taken.  I  think  some  of  the  review 
establishments  that  have  been  set  up  in  hospitals  heretofore  have 
not  been  particularly  effective,  and  certainly  much  more  needs  to  be 
done. 

Senator  Kennedy.  What  you  are  saying  is  that  under  your  legisla- 
tive mandate,  you  are  quite  restricted.  As  I  understand  it,  once  you 
make  a  determination  about  a  certain  drug  and  approve  it  for  experi- 
mental use,  you  have  very  little  control  over  the  actual  practice  of 
medicine  or  the  way  drugs  are  used  by  the  individual  doctor.  As  a 
matter  of  fact,  you  have  a  rather  clear  mandate  from  the  Congress 
not  to  become  involved  in  reviewing  how  drugs  are  actually  going  to 
be  used. 

Dr.  Edwards.  That  is  absolutely  correct. 

Senator  Kennedy.  What  you  are  really  suggesting  is  that  it  is  left 
to  the  medical  profession  itself  to  determine  how  physicians  are  going 
to  use  those  drugs,  and  I  suppose  the  question  from  a  consumer's  point 
of  view  is  how  he  is  to  know  whether  the  drug  prescribed  for  him  was 
really  approved  by  the  Food  and  Drug  Administration  for  that 
purpose. 

Dr.  Edwards.  Well,  I  think,  of  course,  primarily  the  patients  in  this 
country  have  to  rely  upon  their  doctors  being  ethical  and  being  rea- 
sonably well  educated. 

I  think  though  this  obviously  is  not  enough,  and  we  have  to  move 
more  and  more  in  the  direction  of  having  the  peer  review  type  of 
process  established. 

I  certainly  do  not  feel  that  the  Food  and  Drug  Administration  as  a 
regulatory  agency  should  be  regulating  the  practice  of  medicine.  I 
think  it  has  to  be  outside  of  our  jurisdiction. 

Senator  Kennedy.  But  you  might  very  well  run  into  the  following 
situation :  an  individual  doctor  might  think  it  a  good  idea  to  prescribe 
a  certain  drug  for  a  certain  need,  but  the  best  clinical  researchers 
might  have  reservations  about  it.  There  is  nothing  the  Food  and  Drug 
Administration  is  doing  now  that  will  stop  a  doctor  from  allowing  his 
judgment  to  prevail  over  that  of  our  best  clinical  researchers — is  that 
not  so? 

Dr.  Edwards.  No,  there  is  not.  Again  I  think  another  responsibility 
of  ours  that  we  have  not  adequately  carried  out  in  the  past  is  the  whole 
subject  of  consumer  education,  as  well  as  physician  education.  I  think 
there  is  much  more  we  can  do  in  the  future  in  terms  of  educating  con- 
sumers about  good  drug  usage  than  we  have  in  the  past.  There  are 
things  that  we  are  doing,  but  obviously  we  have  not  done  enough  at 
this  point  in  time. 
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At  this  point  in  time  you  are  right,  the  doctor  has  that  right  under 
the  law  to  utilize  drugs  as  he  sees  fit,  and  other  than  for  the  legal  route, 
such  as  malpractices  and  suits,  et  cetera,  there  is  not  a  great  deal  that 
can  be  done  in  this  point  of  time. 

Senator  Kennedy.  I'd  like  to  emphasize  this  point.  The  doctor  has 
a  legal  right  actually  to  prescribe  a  drug  for  a  use  for  which  it  has 
not  been  approved  by  the  Food  and  Drug  Administration,  does  he  not? 

Dr.  Edwards.  That  is  correct. 

Mr.  Htjtt.  That  is  under  Federal  law.  There  may  be  applicable 
State  laws. 

Senator  Kennedy.  State  laws  are  another  matter.  People  treated  in 
Massachusetts  may  be  handled  differently  than  those  in  Wisconsin. 
That  is  not  good.  Now  as  I  understand  the  situation,  you  approve  a 
drug  for  a  certain  use.  But  if  a  doctor  wants  to  prescribe  that  drug 
for  a  use  that  has  not  been  approved  by  the  Food  and  Drug  Adminis- 
tration, he  has  the  legal  authority  to  do  so,  and  the  patient  himself  is 
really  dependent  upon  the  intelligence  and  good  will  of  the  doctor, 
and  not  upon  the  kind  of  research  done  by  the  Food  and  Drug 
Administration. 

Dr.  Edwards.  I  think  that  basically  is  correct,  yes. 

Congress  recognized  a  patient's  right  to  seek  civil  damages  in  the 
courts  if  there  should  be  evidence  of  malpractice,  and  declined  to 
provide  any  legislative  restrictions  upon  the  medical  profession  in 
this  regard.  Nor  do  I  believe  that  the  Food  and  Drug  Administration 
should  control  the  practice  of  medicine.  This  would  unquestionably 
hinder,  rather  than  promote,  good  medical  care  for  the  country.  We 
cannot,  in  good  conscience,  require  that  a  physician  watch  a  patient's 
condition  worsen  because  the  package  insert  provides  for  only  a  low 
dose  of  the  drug  or  contains  an  applicable  warning  or  contraindication. 
What  is  needed  is  the  promotion  of  better  prescribing  of  drugs  by 
such  measures  as  continuing  education  of  physicians,  peer  review 
mechanisms,  and  the  use  of  effective  communications  between  FDA 
and  the  medical  profession.  In  short,  we  must  increase  the  physician's 
sense  of  professional  responsibility  and  judgment,  not  place  him  in 
a  rigid  mold. 

Senator  Kennedy.  What  about  a  situation  in  which  the  doctor  is 
just  practicing  poor  quality  medicine?  Who  is  going  to  protect  the 
patient  or  the  consumer  in  that  case? 

Dr.  Edwards.  I  think,  Mr.  Chairman,  there  are  probably  two  things 
that  have  to  be  considered  in  a  case  like  that.  I  think,  No.  1  licensure, 
I  mean  State  licensure  laws  should  be  looked  at. 

Second,  peer  review.  I  think  there  should  be  a  peer  review  system 
in  this  country  that  eliminates  this  kind  of  medical  practice. 

Your  staff  have  expressed  particular  interest  in  DepoProvera.  I  be- 
lieve it  will  be  helpful  to  review  FDA's  actions  with  respect  to  this 
drug. 

DepoProvera  is  a  derivative  of  progesterone  that  is  administered 
intramuscularly  in  the  treatment  of  endometriosis  and  as  adjunctive 
therapy  and  palliative  treatment  of  inoperable,  recurrent,  and  meta- 
static endometrial  carcinoma.  It  was  approved  for  marketing  for 
endometriosis  in  1960,  and  for  metastatic  endometrial  carcinoma  in 
1972. 
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DepoProvera  is  used  for  contraception  in  a  number  of  countries  and 
has  been  investigated  for  this  indication  in  this  country  under  a  Notice 
of  Claimed  Investigational  Exemption  for  a  New  Drug  since  1963. 

In  1970,  studies  in  dogs  revealed  that  DepoProvera  produced  mam- 
mary tumors.  Similar  studies  in  monkeys  have  been  negative.  At  that 
time,  contraceptive  studies  with  DepoProvera  under  the  IND  were 
severely  limited  and  the  patients  under  study  were  required  to  sign 
an  expanded  written  informed  consent  form,  which  among  other 
things,  included  a  statement  pertaining  to  mammary  tumors. 

In  addition,  the  FDA  and  its  Obstetrics  and  Gynecology  Advisory 
Committee  felt  that  further  long-term  human  metabolic  studies  were 
necessary  on  this  agent.  Accordingly,  the  committee  recommended  that 
the  ongoing  human  studies  continue  in  appropriate  patients  and  agreed 
with  the  continued  use  of  the  drug  under  the  conditions  spelled  out 
ill  the  patient  consent  form. 

The  reason  that  investigational  drug  studies  for  contraception  were 
permitted  to  continue,  was  that  DepoF'rovera  represents  a  unique  form 
of  systemically-administered  contraception  which  needs  to  be  admin- 
istered only  once  every  3  months.  As  can  be  seen  by  review  of  the 
patient  consent  form,  its  use  is  intended  for  a  very  restricted  patient 
population;  i.  e.,  those  who  have  tried  all  other  birth  control  methods 
without  success.  In  this  group,  it  is  felt  that  its  known  benefit  out- 
weighs its  theoretical  risk  since  no  other  alternative  therapy  is 
available. 

In  1972,  some  of  the  mammary  nodules  in  dogs  were  found  to  be 
malignant.  The  investigators  were  so  informed  and  the  patient  in- 
formed consent  form  revised  to  include  this  new  information.  The 
significance  of  these  dog  findings  to  humans  is  not  known.  At  this  time, 
the  problem  was  again  discussed  with  our  Advisory  Committee.  The 
committee  made  certain  recommendations  with  respect  to  the  labeling 
and  consent  forms  and  stated  that  although  approval  of  DepoProvera 
for  unrestricted  contraceptive  use  should  not  be  given,  the  IND  should 
renlain  active  because  no  other  injectable  contraceptive  is  available  or 
forthcoming. 

Since  DepoProvera  is  currently  available  on  the  market  for  other 
approved  indications,  it  is  possible  that  patients  are  receiving  the  drug 
for  contraception  outside  the  IND  despite  the  current  labeling  which 
discusses  the  tumorigenicity  and  indicates  that  its  contraceptive  use 
is  still  investigational.  Accordingly,  we  continue  to  confer  with  our 
Advisory  Committee  on  this  matter  and  the  next  meeting  is  scheduled 
for  later  this  month. 

Senator  Kennedy.  You  were  good  to  come  up  and  testify  this  morn- 
ing. I  understand  you  have  some  time  problems  and  you  will  not  be 
able  to  stay  for  the  entire  course  of  the  hearings.  During  the  course  of 
this  morning's  we  are  going  to  hear  testimony  about  the  widespread 
use  of  DepoProvera  in  the  State  of  Tennessee,  as  a  contraceptive.  There 
are  indications  that  it  is  also  being  used  for  this  unapproved  purpose 
in  other  parts  of  the  country. 

Does  this  concern  you  ? 

Dr.  Edwards.  It  certainly  does  concern  us.  This  is  obviously  not  the 
first  drug  which  we  have  run  into  which  was  being  utilized  outside 
the  FDA  approval.  It  does  concern  us  in  a  very  real  sense,  and  of  course 
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we  are  trying  the  best  we  can  to  communicate  this  to  the  medical 
profession. 

Senator  Kennedy.  What  can  you  do  about  it  ? 

Dr.  Edwards.  We  can  investigate  individual  cases  of  this  happening, 
but  in  terms  of  dealing  with  the  overall  big  problem,  I  think  it  is  a 
matter  of  better  communications  with  the  medical  profession  trying 
to  stimulate  local  or  State  interests  in  trying  to  have  more  peer  review 
and  control  over  this  kind  of  prescribing. 

Mr.  Hutt  brought  out,  as  I  mentioned  earlier  in  my  testimony,  that 
an  initial  step  was  taken  in  this  regard,  on  August  15  of  this  past 
year  when  we  again  issued  our  interpretation  of  the  IND  regulations 
again  for  the  practicing  profession. 

Senator  Kennedy.  As  you  point  out,  you  are  really  dependent  upon 
the  local  groups.  There  is  very  little  you  can  do  statutorily. 

We  invited  the  Tennessee  Medical  Societies  to  come  up  here,  and 
they  chose  not  to  appear.  We  have  a  real  problem  here.  You  are  obvi- 
ously very  limited  in  what  you  can  do.  You  have  to  leave  regulation 
up  to  the  various  societies,  and  it  is  a  very  mixed  bag  as  to  what  any  of 
them  are  really  doing. 

Yet  we  are  finding,  and  I  think  we  will  see  during  the  course  of 
these  hearings,  that  this  is  a  widespread  problem. 

Would  you  continue? 

Dr.  Edwards.  Mr.  Chairman,  just  for  the  benefit  of  the  record, 
may  I  ask  Mr.  Hutt  to  enumerate  the  specific  things  that  we  can  do. 

Mr.  Hutt.  In  the  August  15  proposal  we  listed  eight  specific  steps 
that  we  could  take  in  order  to  curb  the  unapproved  use  of  approved 
new  drugs.  I  will  simply  summarize  them. 

One  is  to  require  revision  of  the  package  insert  to  add  a  specific 
contraindication  or  warning  against  that  unapproved  use.  This  of 
course  we  have  already  done. 

Senator  Kennedy.  That  is  on  the  bottle,  or  package,  is  it  ? 

Mr.  Hutt.  That  is  in  the  package  insert.  It  is  not  on  the  bottle.  The 
package  insert  is  part  of  the  labeling  and  accompanies  each  bottle  that 
goes  to  physicians  and  pharmacists.  It  is  a  form  of  our  communica- 
tion with  the  medical  profession. 

Second,  we  can  require  the  manufacturer  to  obtain  and  submit  the 
data  available  to  either  approve  or  disapprove  that  particular  use 
of  the  drug.  Of  course  we  are  doing  that  under  the  IND  here. 

Third,  if  there  is  sufficient  evidence  available  we  can  then  require  the 
package  insert  be  changed  to  approve  that  particular  use  of  the  drug. 

Fourth,  we  can  require  that  the  package  insert  be  changed  to  state 
that  the  drug  should  not  be  refilled,  if  refilling  of  the  drug  creates  a 
problem  of  abuse,  for  example,  with  certain  types  of  drugs.  That  is 
not  applicable  here. 

Fifth,  we  can  change  the  package  insert  and  change  the  method 
of  approval  of  the  drug  to  restrict  the  channels  of  distribution. 

It  might  be  possible,  for  example,  to  require  that  it  be  distributed 
only  through  hospitals,  rather  than  to  be  available  to  every  pharmacy. 
We  have  recently  taken  this  approach  with  respect  to  methadone  in 
order  to  restrict  its  channels  of  distribution. 

I  do  not  know  if  it  is  necessary  to  go  into  all  of  these,  but  the  final 
and  the  most  drastic  step  that  we  can  take,  Senator,  would  be  to  dis- 
approve the  entire  new  drug  application  and  remove  the  drug  from 
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the  market.  This  is  obviously  a  very  drastic  step,  and  I  do  not  think 
would  be  justified  in  this  instance  in  light  of  the  very  essential  uses 
that  exist. 

Senator  Kennedy.  I  think  it  would  be  useful  if  you  met  with  some 
of  the  staff  people  of  the  committee  and  go  over  at  least  some  of  the 
kinds  of  information  that  have  been  developed  to  see  what  can  be 
done. 

Dr.  Edwards.  Mr.  Chairman,  your  committee  also  indicated  in- 
terest in  the  post-coital  use  of  Diethyl stilbestrol.  This  agent  is  a  synthe- 
tic estrogen  which  has  been  available  for  over  30  years  for  various 
gynecologic  indications.  We  have  previously  testified  before  this  com- 
mittee concerning  the  association  of  this  drug  with  adenocarcinoma 
of  the  vagina  and  cervix.  As  you  know,  warnings  were  issued  in  the 
form  of  a  drug  bulletin  and  the  labeling  and  contraindications  for 
DES  now  reflect  this  association. 

Use  of  DES  as  a  post-coital  contraceptive  is  fairly  recent  and  has 
been  proceeding  without  the  submission  of  Investigational  New  Drug 
Applications  because  of  the  ready  availability  of  the  drug  on  the 
market. 

On  December  10, 1971,  information  available  at  that  time  regarding 
the  use  of  DES  as  a  "morning  after"  contraceptive  was  presented  to 
the  OB-Gyn  Advisory  Committee  of  the  FDA  and  they  were  specific- 
ally asked  if,  in  their  opinion,  they  felt  there  was  sufficient  evidence 
of  safety  and  efficacy  for  the  use  of  DES  post-coitally  in  the  prevention 
of  pregnancy.  The  concensus  of  opinion  was  that  while  the  available 
information  on  the  post-coital  use  of  estrogens  provides  "some"  evi- 
dence for  their  efficacy  as  well  as  for  the  relative  safety  of  this  re- 
gimen, these  data  would  not  qualify  to  fulfill  the  requirements  of  a 
New  Drug  Application. 

At  the  next  meeting  of  the  OB-Gyn  Advisory  Committee  on 
March  17, 1972,  a  member  of  the  committee  reported  the  results  of  the 
workshop.  He  pointed  out  that  more  experience  was  available  for  DES 
than  for  other  estrogens  and  that  perhaps  sufficient  experience  was 
available  for  DES  to  support  the  indication  in  the  package  insert  of 
its  use  in  a  post-coital  regimen. 

The  topic  of  the  post-coital  use  of  DES  came  up  again  at  the  Octo- 
ber 20,  1972,  meeting  of  the  OB-Gyn  Advisory  Committee  at  which 
time  a  recommendation  was  made  that  the  Committee  advise  the  Com- 
missioner that  it  feels  he  should  communicate  to  the  medical  profession 
the  Committee's  concern  over  the  widening,  but  not  indicated,  usage  of 
DES  as  a  post-coital  contraceptive. 

At  the  January  26,  1973,  meeting  of  the  OB-Gyn  Advisory  Com- 
mittee the  use  of  DES  and  other  estrogens  for  post-coital  contraception 
was  again  brought  up  and  the  committee  was  again  asked  whether  the 
post-coital  use  of  DES  could  be  approved  on  the  basis  of  available 
information  for  its  safety  and  efficacy.  A  panel  of  experts  had  been 
invited  to  present  their  experience  to  the  Committee  and  representa- 
tives of  consumers  groups  were  also  given  the  opportunity  to  present 
their  views. 

It  was  the  unanimous  conclusion  of  the  Committee  members  that 
there  exists  now  substantial  evidence  for  the  effectivity  of  DES  in 
preventing  conception  by  the  post-coital  administration  of  50  mg. — 
(2X25  mg.)  daily  for  five  consecutive  days  initiated  within  72  hours 
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after  exposure.  It  was  also  the  unanimous  opinion  of  the  Committee 
that  for  this  regimen  and  dosage  there  is  no  evidence  for  a  significant 
risk  to  the  patient,  except  for  some  immediate  minor  side  reactions,  and 
that  a  carcinogenic  potential  from  this  dosage  has  not  been  proven. 
However,  because  the  possibility  of  a  harmful  effect  on  the  fetus  either 
from  a  pregnancy  existing  at  the  time  of  treatment  from  a  previous 
exposure  or  resulting  from  a  patient  failure  during  treatment,  an  early 
abortion  induced  by  conventional  means  should  be  seriously  considered 
even  though  an  action  of  this  kind  on  the  fetus  is  not  known  to  exist. 

Let  me  say  that  this  was  a  recommendation  of  this  particular  Ad- 
visory Committee. 

On  the  strength  of  these  conclusions  the  motion  was  made  and  passed, 
to  recommend  to  the  Commissioner  approval  for  the  use  of  DES  post- 
coitally  as  a  contraceptive  under  the  outlined  conditions  and  circum- 
stances, with  the  provision  that  this  usage  is  to  be  considered  as  an 
emergency  treatment  only  and  that  it  should  not  be  considered  as  a 
method  for  birth  control  with  continuous  and  frequent  repeated 
therapy. 

Senator  Kennedy.  What  is  an  emergency  situation  ? 

Dr.  Edwards.  Usually  after  rape. 

Senator  Kennedy.  Restricted  to  that  ? 

Dr.  Edwards.  Again  I  think  it  has  to  be  emphasized  that  there  are 
very  few  emergency  situations  of  this  kind. 

Senator  Kennedy.  Would  you  be  concerned  about  the  extensive  use 
of  this  drug  in  university  health  departments,  if  you  knew  that  were 
to  be  the  case  ? 

Dr.  Edwards.  We  are  concerned  about  that.  We  certainly  had  reports 
that  it  is  being  widely  used.  We  are  trying  to  investigate  the  extent  of 
this  abuse. 

Dr.  Simmons  might  be  able  to  speak  more  specifically  to  that.  I  think 
the  point  is  that  we  are  well  aware  of  it,  we  are  trying  to  investigate 
it,  to  see  just  what  degree  it  really  exists.  But  we  are  certain  it  has  been 
abused. 

I  think  at  some  point  in  time  a  very  real  question  will  have  to  be 
asked,  if  this  is  being  abused,  will  we  have  to  eliminate  the  drug 
entirely  ? 

Senator  Kennedy.  What  would  be  your  only  potential  remedy? 

Dr.  Edwards.  Mr.  Hutt  referred  to  the  six  or  eight  alternatives  we 
have;  but  obviously,  if  we  cannot  control  it,  the  most  drastic  action 
we  can  take  is  to  eliminate  the  drug  entirely  from  the  marketplace. 

Senator  Kennedy.  You  would  be  prepared  to  recommend  that  if 
these  other  steps  were  not  successful  ? 

Dr.  Edwards.  I  think  at  that  particular  point  in  time,  Mr.  Chairman, 
we  have  to  sit  down  again  with  the  experts  on  this  particular  commit- 
tee and  weigh  the  benefits  and  risks  and  make  a  decision  in  this  regard. 

Senator  Nelson.  I  understood  you  to  say  that  there  was  no  evidence 
of  carcinogenic  risks  in  this  drug. 

Dr.  Edwards.  I  said  that  we  were  at  this  point  in  time,  Senator, 
unable  to  evaluate  that  risk.  We  have  evidence  that  certain  mammary 
tumors  have  been  produced  in  dogs.  The  relationship,  as  you  know, 
between  the  occurrence  of  mammary  tumors  in  dogs,  and  how  you 
extrapolate  that  to  man  is  a  difficult  subject. 


25 

Senator  Nelson.  I  thought  in  your  prepared  text  a  few  moments 
ago  you  stated  that  there  is  evidence  of  carcinogenic  risk.  Did  I  mis- 
understand you? 

Dr.  Edwards.  No.  I  beg  your  pardon.  I  mentioned  at  the  very  be- 
ginning of  the  discussion  of  this  particular  drug — it  was  discussed 
earlier — that  adenocarcinomas  have  occurred  in  offsprings  of  females 
that  received  DES  at  the  time  they  threatened  to  abort.  But  I  would 
emphasize  we  are  talking  about  massive  doses  over  further  extended 
periods  of  time,  in  the  case  of  threatened  abortions. 

Here  we  are  talking  about  a  five  day  period  in  which  it  is  given 

Senator  Nelson.  DES  is  available  by  prescription  in  the  market- 
place generally  now,  is  that  right  ? 

Dr.  Edwards.  That  is  correct. 

Senator  Nels<*n.  I  do  not  want  to  repeat  anything,  but  did  you  dis- 
cuss the  package  labeling  indications  for  its  use  before  I  arrived  this 
morning  ? 

Dr.  Simmons.  We  did  not,  Senator,  but  we  have  a  package  insert 
here.  It  is  for  general  use  as  an  estrogen  for  wide  variety  of  indica- 
tions, and  it  is  not  approved  at  this  time  for  post-coital  use.  This  has 
been  recommended  to  us.  What  the  Committee  concluded  was  that 
for  this  particular  use,  which  they  are  recommending,  they  see  no 
hazard  to  the  mother.  They  state  there  is  a  potential  risk  to  the  child, 
and  therefore  the  mother  should  consider  the  possibility  of  abortion 
should  the  drug  fail. 

Senator  Nelson.  You  say  you  have  not  covered  its  indicated  uses 
this  morning? 

Dr.  Simmons.  We  have  not  gone  into  that. 

Senator  Nelson.  Do  you  mind  if  I  ask  about  that  ? 

Senator  Kennedy.  Do  you  want  to  let  Dr.  Edwards  finish  his  state- 
ment first  ? 

Senator  Nelson.  Sure. 

Dr.  Edwards.  I  will  finish  right  away,  Mr.  Chairman. 

This  drug  is  just  one  example  of  a  number  of  complex  questions 
which  faces  the  agency  and  its  advisors  in  the  course  of  drug  research 
and  development.  The  difficult  benefit- risk  judgments  are  well  illus- 
trated by  this  drug. 

With  that,  Mr.  Chairman,  I  will  conclude,  and  we  will  answer  any 
questions  that  you  wish  to  pose. 

Senator  Kennedy.  Do  you  want  to  finish  your  questions,  Senator 
Nelson  ? 

Senator  Nelson.  What  are  the  package  label  indications  for  its  use? 

Dr.  Simmons.  I  will  read  them  to  you.  It  is  indicated  as  therapy  in 
states  of  estrogen  deficiency,  associated  with  menopausal  syndrome  and 
female  castration,  and  for  the  prevention  of  post  partum  breast  en- 
gorgement. 

Senator  Nelson.  For  what  ? 

Dr.  Simmons.  Post  partum  breast  engorgement.  There  are  about 
10  other  indications  here  of  estrogen  deficiency  where  it  might  be 
used,  such  as  vaginal  problems  and  things  such  as  that. 

Senator  Nelson.  Is  that  the  only  drug  available  for  those  indicated 
purposes  ? 

Dr.  Simmons.  No.  There  are  a  number  of  estrogens.  This  is  one  of 
the  class  of  drugs,  all  of  which  are  available  for  those  indications. 
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Senator  Nelson.  When  used  for  the  indicated  purposes,  does  the 
therapy  indicate  an  extended  use  repeatedly  over  a  long  period  of 
time? 

Dr.  Simmons.  That  is  an  allowable  use,  and  there  is  a  precaution 
which  indicates  patients  receiving  the  drug  should  be  under  con- 
tinuous medical  supervision.  Women's  breasts  and  pelvic  organs  should 
be  examined  before  treatment  is  begun  and  at  intervals  during 
therapy.  It  gives  a  number  of  adequate  precautions  for  safe  use  of 
the  drug  for  the  approved  indications. 

Senator  Nelson.  Do  the  other  available  drugs  in  that  therapeutic 
category  have  a  history  of  any  carcinogenic  indications  at  all? 

Dr.  Simmons.  They  all  do,  Senator.  This  is  the  only  one  that  has 
shown  the  particular  offspring  adenocarcinoma  problem  in  female 
offspring  of  mothers  treated  with  diethylstillbestrol  (DES)  during 
pregnancy.  All  estrogens  are  known  to  be  tumorogenic  in  three  or 
four  species  of  animals,  as  is  DES. 

Senator  Nelson.  Have  any  studies  been  done  at  all  of  the  nature 
and  character  of  its  use,  as  has  been  done  with  a  number  of  other 
drugs  such  as  anti-infective.  That  is,  studies  of  their  misuse  and 
overuse  ? 

Dr.  Simmons.  Yes,  we  have  looked  into  that  in  a  number  of  col- 
lege campuses.  We  have  visited  the  University  of  Michigan  and  con- 
ducted a  study  there  on  its  use. 

We  are  also  looking  into  the  extent  of  its  use  as  a  postcoital  con- 
traceptive elsewhere  with  the  help  of  our  committee. 

Senator  Nelson.  What  was  the  use  on  the  university  campus? 

Dr.  Simmons.  That  was  for  postcoital  use  to  prevent  conception. 
It  was  contraceptive  use. 

Senator  Nelson.  That  was  the  general  practice  on  the  campus? 

Dr.  Simmons.  I  would  not  term  it  that,  Senator. 

Senator  Nelson.  Was  it  dispensed  by  the  infirmary,  that  is,  by  the 
institution  itself? 

Dr.  Simmons.  That  is  right. 

Senator  Nelson.  How  would  you  describe  its  use  ? 

Dr.  Simmons.  I  do  not  know  enough  about  its  general  use  on  that 
campus.  It  was  used  in  some  women  who  would  come  in  and  give 
a  history  of  having  a  sexual  exposure  and  did  not  want  a  chance  of 
conception.  It  was  prescribed  for  those.  I  imagine  it  was  prescribed 
for  cases  of  rape.  I  do  not  know  the  extent  of  that. 

Senator  Kennedy.  We  are  going  to  document  that  DES  is  used 
extensively  in  this  country  at  tomorrow's  hearing. 

Dr.  Simmons.  The  main  thing  to  keep  in  mind  is  that  our  Advisory 
Committee,  in  recommending  its  approval  for  emergency  use  very 
carefully  points  out  that  it  should  not  be  used  as  a  contraceptive  use 
for  other  than  emergencies.  It  is  not  a  contraceptive  for  somebody  who 
is  trying  to  prevent  a  pregnancy  over  a  long  period  of  time.  In  that 
case  its  hazard  outweighs  its  benefit. 

In  the  other  instance  it  is  felt  that  it  is  safe. 

Senator  Nelson.  You  are  aware  of  the  studies  showing  the  wide- 
spread overuse  and  misuse  of  anti-infectives  for  nonindicated  situa- 
tions. It  was  found  in  one  study  that  in  only  12.9  of  the  cases  were 
this  category  of  drugs  used  rationally.  In  one  hospital  anti-infectives 
were  administered  prophylactically  in  80  percent  of  the  uncompli- 
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cated  hernia  operations.  When  you  get  to  a  drug  of  this  kind  that 
has  a  proven  history  of  carcinogicity,  why  should  you  not  at  least 
require  the  reporting  on  it  as  you  do  with  a  narcotic,  for  example? 

Dr.  Simmons.  It  would  probably  be  almost  as  much  a  legal  question 
as  a  medical  question,  Senator.  We  know  the  problems  with  this  drug. 
They  are  increasingly  well  documented. 

We  have  passed  that  information  on  to  physicians,  both  through 
a  drug  bulletin — 600,000  of  them  went  out  as  soon  as  we  know  of  this 
problem — and  through  labeling  which  has  been  corrected  to  indicate 
its  potential  problems. 

I  am  not  sure  what  else  we  would  gain  by  further  reporting. 

As  I  said,  we  do  know  the  problems  associated  with  this  drug  now. 

Senator  Nelson.  You  had  to  cut  down  the  use  of  amphetamines, 
did  you  not? 

Dr.  Simmons.  Yes;  but  that  is  under  the  drug  abuse  amendment, 
and  this  kind  of  drug  is  not  covered  by  that.  That  is  a  legal  question, 
I  suspect,  more  than  medical. 

Those  are  drugs  abused  in  another  way. 

Senator  Nelson.  Well,  they  are  used  for  nonindicated  cases,  right  ? 

Dr.  Simmons.  Eight. 

Senator  Nelson.  Well,  that  is  what  this  drug  is  being  used  for 

Dr.  Simmons.  Yes.  The  drug  abuse  provisions  are  more  addressed 
to  narcotic  and  mind  altering  drugs,  and  I  do  not  believe  address  this 
particular  kind  of  compound. 

Dr.  Edwards.  I  agree  with  you.  I  think  drug  abuse  is  drug  abuse, 
by  whatever  name  you  want  to  call  it.  Although  we  have  not  thought 
about  it  along  the  lines  you  have  just  suggested,  let  me  just  say  that 
we  are  certainly  open  to  any  suggestions  that  might  help  us  better 
control  these  drugs  and  be  assured,  as  I  said  at  the  beginning,  at  this 
particular  point  in  time  our  major  responsibility  is  to  be  sure  that 
the  package  insert,  the  labeling  on  these  drugs,  is  accurate  and  up  to 
date  and  provides  the  doctor,  the  physician,  with  the  best  informa- 
tion that  is  currently  available. 

Senator  Nelson.  As  we  know,  the  doctor  does  not  get  the  package 
inserts.  That  goes  to  the  druggist,  and  he  may  never  see  it.  As  a  matter 
of  fact,  if  the  physician  had  a  reliable  source  of  information  you 
would  be  willing  to  get  rid  of  the  package  insert,  would  you  not? 

Dr.  Edwards.  All  the  advertising,  as  you  know,  has  to  agree  with 
the  labeling,  so  it  does  get  to  the  physician  one  way  or  another,  not 
perhaps  to  the  degree  that  you  and  I  would  like  to  see  it  happen,  but 
nevertheless  I  think  this  is  improving.  But  again  it  is  a  tough  issue 
to  face,  and  we  are  trying  to  develop  our  communications  with  the 
profession  as  best  we  can. 

Senator  Nelson.  What  troubles  me  is  that  this  drug  is  carcino- 
genic to  the  fetus.  It  is  apparently  being  used  prophylactically.  Do 
you  not  have  enough  experience  with  the  history  of  warning  the 
medical  profession  about  the  misuse,  overuse,  or  the  use  of  drugs  for 
nonindicated  cases  to  realize  that  the  responses  are  not  very  good. 

One  of  the  classic  cases  that  you  have  testified  on  is  chlorampheni- 
col, which  is  being  administered  to  about  4  million  people  a  year  in 
this  country,  although  there  might  have  been  5,000  or  10,000  indicated 
cases  at  best.  In  other  words,  90  to  95  percent  of  the  people  receiving 
the  drug  were  receiving  it  for  nonindicated  cases. 
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How  do  you  expect  to  get  this  warning  to  the  medical  profession 
that  they  should  use  it  only  under  certain  circumstances  or  not  at  all  ? 
That  is  what  puzzles  me. 

Dr.  Edwards.  I  would  not  attempt  to  sit  here  and  tell  you  that  I 
think  we  can  get  to  all  of  the  medical  profession.  I  think  we  can  thank 
the  dear  Lord  that  the  bulk  of  the  medical  profession  are  conscientious 
and  try  to  practice  good  medicine.  Nevertheless,  there  are  some  that 
do  not,  and  we  have  got  to  come  up  with  ways  in  which  the  chairman 
and  I  discussed  a  little  earlier  that  will  be  adequate  to  upgrade  the 
quality  of  the  health  care  in  this  country,  particularly  among  those 
who  are  not  observing  the  rules  and  regulations. 

Senator  Nelson.  Nobody  is  worried  about  the  doctor  who  relies  upon 
scientific  literature  to  prescribe.  What  we  are  worried  about  is  the 
doctor  who  relies  upon,  as  many  do,  the  detail  man  and  the  promo- 
tional advertising  in  the  medical  journals  and  magazines.  That  is  the 
one  we  have  to  worry  about,  not  the  one  who  relies  upon  the  scientific 
literature. 

So  if  they  are  not  relying  upon  scientific  literature,  how  do  you  com- 
municate with  them  ?  You  have  not  been  very  effective  in  the  past,  as 
you  know,  even  though  you  genuinely  try  to  convince  them  on  chlor- 
amphenicol. I  think  your  statistics  show  that  it  is  still  widely  over- 
prescribed. 

Dr.  Edwards.  Even  in  the  case  you  brought  up  and  the  case  of 
amphetamines,  I  think  more  and  more  we  are  getting  to  the  medical 
profession.  I  am  not,  by  any  stretch  of  the  imagination,  suggesting  we 
have  solved  the  problem.  We  are  improving. 

I  think  amphetamines  are  a  good  case  in  point.  Once  we  went  to  the 
doctor  with  the  information  and  pointed  out  the  hazards  and  problems 
associated  with  their  use,  there  was  a  tremendous  decrease  in  the  use 
of  this  particular  class  of  drugs. 

There  are  other  drugs  in  which  the  same  thing,  I  think,  can  be  ade- 
quately shown.  Nevertheless,  there  is  still  a  big  job  to  do,  and  I  think 
our  drug  bulletin  is  a  major  step  forward,  the  fact  that  we  are  crack- 
ing down  on  the  advertising,  and  the  fact  that  promotional  literature 
has  to  conform  to  the  labeling,  are  slowly  getting  the  right  kind  of  in- 
formation into  the  hands  of  the  doctor. 

Unfortunately  there  are  those  who  want  to  ignore  it,  that  is  a 
problem. 

Senator  Nelson.  Thank  you. 

Senator  Kennedy.  Senator  Schweiker. 

Senator  Schweiker.  Thank  you,  Mr.  Chairman. 

Dr.  Edwards,  I  would  like  to  just  go  back  to  the  part  of  your  testi- 
mony relating  to  drugs  for  children.  You  point  out  that  the  metabolic 
effect  on  children  is  sometimes  quite  different  from  adults,  and  thus 
you  either  are  working  on  or  already  have  some  recommendations 
about  how  to  deal  with  drug  testing  on  children. 

Again,  what  is  your  position  ? 

Dr.  Edwards.  Over  the  years  the  drugs  have  not  been  tested  par- 
ticularly on  children.  We  have  been  working  very  closely  with  the 
American  Academy  of  Pediatrics,  which  is  certainly  one  of  the  more 
responsible  organizations,  in  trying  to  develop  specific  guidelines  as 
they  relate  to  the  use  of  investigational  drugs  in  children.  If  you  want 
to  get  into  the  specifics  of  that,  maybe  Dr.  Simmons  could  give  you 
more  information. 
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Senator  Schweiker.  What  I  had  in  mind  is,  when  you  approve  a 
drug  for  general  usage,  do  you  now  test  for  children  or  is  that  some- 
thing that  you  are  planning  ? 

Dr.  Simmons.  This  is  evolving,  Senator.  In  the  past  that  testing  was 
not  required.  There  was  a  classical  line  used  in  the  labeling,  "this 
drug  has  not  been  tested  in  children  and  its  safety  is  unknown." 

That  same  line  is  in  for  pregnant  women,  "The  safety  of  this  drug 
for  pregnant  women  is  unknown." 

The  major  change  that  has  come  about  since  Commissioner  Edwards 
lias  instituted  this  change  is  to  require  a  drug  that  is  likely  to  be  used 
in  a  child  to  be  tested  in  a  child.  Thus,  the  "miniature  adult"  concept, 
which  so  long  prevailed,  has  been  broken  down  now,  as  the  insistence 
of  the  pediatric  profession  and  the  Food  and  Drug  Administration. 
Now  drugs  in  testing  are  required  to  develop  appropriate  studies  in 
children  in  whom  they  are  likely  to  be  used. 

There  are  still  many  drugs  that  were  approved  prior  to  this  policy 
that  have  not  been  adequately  tested. 

Senator  Schweiker.  Under  your  new  policy  when  you  approve  a 
new  drug  which  has  not  been  tested  on  children  because  you  do  not 
expect  it  to  be  used  for  children,  is  that  information  available?  Would 
a  doctor  know  that  while  it  may  be  intended  for  adults,  he  should  not 
use  it  on  children  ? 

Dr.  Simmons.  It  is  usually  spelled  out  in  the  labeling  that  the  drug 
is  contraindicated  in  certain  age  groups  or  has  to  have  a  certain  dos- 
age or  precautions  in  a  certain  age  group  or  has  not  been  tested  ade- 
quately in  a  certain  age  group. 

There  are  a  variety  of  ways  that  we  point  that  out. 

Senator  Schweiker.  He  could  still,  notwithstanding  the  label, 
could  go  ahead  and  use  it  on  children  if  he  wanted  to. 

Dr.  Simmons.  That  is  correct. 

Senator  Schweiker.  On  page  10,  Commissioner,  I  would  just  like 
to  understand  the  mechanics  of  the  approved  and  nonapproved  use  of 
drugs. 

A  marketed  drug  that  has  been  approved  by  your  agency,  and  you 
in  that  situation  describe  certain  approved  uses,  could  be  utilized  for  a 
non-approved  purpose  by  a  physician  with  no  oversight  or  respon- 
sibility on  your  part,  because,  as  I  understand  it,  that  is  outside  your 
jurisdiction. 

Dr.  Edwards.  That  is  correct. 

Senator  Schweiker.  What  recourse  does  society  have  or  what  re- 
courses exist  to  cover  those  deficiencies 

Dr.  Edwards.  I  think  unfortunately  the  only  recourse  today  is  mal- 
practice. 

Senator  Schweiker.  There  is  no  other  trade  or  association  approach 
to  this? 

Dr.  Edwards.  I  must  say  that  many  institutions  have  established 
peer  review  operations.  Some  of  the  groups  like  the  Kaiser  plant  out 
on  the  West  Coast,  they  have  peer  review  kinds  of  organizations — the 
San  Joaquin  Foundation  out  in  California.  There  are  a  number  of 
group  practices  that  have  their  own  peer  review  type  of  monitoring. 

As  a  general  rule,  it  is  not  applicable.  In  a  number  of  hospitals  of 
course,  you  have  some  kind 

Senator  Schweiker.  When  a  doctor  uses  a  drug  for  an  unapproved 
use,  is  he  in  a  technical  violation  of  any  Federal  regulation? 
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Dr.  Edwards.  No. 

Senator  Schweiker.  So  there  is  no  present  law  covering  that  ? 

Dr.  Edwards.  No. 

Senator  Schweiker.  On  page  15  of  your  testimony  referring  to 
DES,  do  I  understand  when  you  refer  to  the  researcher  article  appear- 
ing in  the  journal  of  AMA,  that  this  was  a  case  in  which  a  researcher 
on  her  own,  without  your  procedure  for  an  investigative  drug,  was 
utilizing  this  drug  for  a  nonapproved  purpose  and  researching  it? 

Dr.  Edwards.  That  is  correct. 

Senator  Schweiker.  Again,  was  that  not  a  technical  violation  ? 

Dr.  Edwards.  No.  She  has  that  right  under  the  present  law. 

Senator  Schweiker.  Because  it  was  approved  for  other  purposes,  is 
that  the  difference  ? 

Dr.  Edwards.  Mr.  Hutt,  our  general  counsel  might  want  to  speak  to 
that  issue. 

Mr.  Hutt.  The  way  the  law  reads,  if  she  prescribes  it  from  the  local 
pharmacy,  it  would  not  require  an  IND  plan.  If  she  wrote  the  com- 
pany and  asked  the  company  to  ship  the  drug  to  her  for  purposes  of 
an  investigation,  then  an  IND  plan  would  be  required.  The  way  the 
statute  reads  it  is  on  shipment  in  interstate  commerce  for  the  par- 
ticular use. 

Senator  Schweiker.  So  she  could  get  it  from  her  local  pharmacy, 
but  could  not  go  to  the  drug  house  to  get  it  ? 

Mr.  Hutt.  That  is  correct. 

Senator  Schweiker.  Pretty  big  loophole  ? 

Mr.  Hutt.  Yes,  sir ;  it  is. 

Senator  Schweiker.  You  refer  on  the  next  page  to  the  use  of  a  pack- 
age insert  for  DES.  I  would  like  to  understand  where  that  insert 
goes  and  who  sees  it.  I  know  Senator  Nelson  was  questioning  on  this 
point. 

Dr.  Edwards.  It  goes  several  places.  Number  one,  it  goes  literally  in 
the  package,  which  the  pharmacy  has. 

Senator  Schweiker.  Does  it  get  beyond  the  pharmacist  ? 

Dr.  Edwards.  In  some  instances  the  doctor  gets  the  package  insert 
and  in  some  instances  he  does  not. 

When  he  does  not,  there  are  other  places  where  the  doctor  can  pick 
up  this  information,  for  instance  in  the  PDR,  which  is  a  reference  book 
that  most  physicians  have  on  their  desk,  the  labeling  is  indicated  in  the 
PDR's,  when  he  looks  at  the  drug,  it  is  there  in  full. 

All  of  the  advertising  on  prescription  drugs  has  to  conform  to  the 
labeling,  has  to  have  all  of  the  contra-indications,  dosages,  and  so 
forth.  There  are  other  exposures  to  the  labeling  other  than  just  the 
package  insert  per  se.  If  he  does  not  get  the  package  insert,  he  can  still 
find  out  this  information. 

Senator  Schweiker.  I  would  guess  that  in  the  overwheming  ma- 
jority of  your  drug  prescriptions  today  the  doctor  has  not  seen  the 
package.  He  has  not  been  the  middleman  in  this  situation,  only  the 
druggist  has.  And,  the  druggist  customarily  does  not  provide  the 
package  insert,  is  that  not  correct  ? 

Dr.  Edwards.  That  is  correct.  I  think  we  have  to  say  that  most  pre- 
scriptions prescribed  by  physicians  are  routine.  I  mean  they  prescribe 
them  over  and  over  and  over  again.  So  it  would  be  to  no  particular 
advantage  to  have  the  physician  read  it  everytime  he  prescribed  the 
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drug.  He  should  be  very  familiar  with  the  indications,  the  counter- 
indications,  and  the  problems  that  that  particular  drug  might  present. 

So  there  are  some  extenuating  circumstances  is  all  I  am  saying.  Each 
time  you  do  not  have  to  take  a  look  at  the  package  insert. 

Senator  Schweiker.  Would  it  not  make  some  sense  perhaps  to  put 
on  the  bottle  itself  some  of  these  facts  so  that  the  average  person  would 
know  a  little  bit  about  what  it  cannot  be  used  for? 

Dr.  Edwards.  I  think  we  are  moving  more  and  more  in  this  direction, 
to  varying  degrees.  Several  years  ago,  as  you  know,  we  did  come  forth 
with  the  first  package  insert  for  the  patient,  that  was  with  the  oral 
contraceptive  drugs.  I  think  there  are  a  number  of  groups  that  are 
looking  into  the  possibility  or  the  feasibility  of  putting  on  the  bottle 
itself  some  of  the  indications,  contra-indications,  and  things  that  ought 
to  be  looked  for  on  the  label. 

These  are  things  that  certainly  warrant  exploration. 

I  might  add  that  we  are  considering  a  patient  package  insert  for 
several  other  drugs  right  now. 

Senator  Schweiker.  In  the  unapproved  use  of  drugs  for  children, 
what  is  the  informed  consent  procedure  ? 

Dr.  Simmons.  The  procedure  now  is  that  the  legal  guardian  would 
give  informed  consent  for  a  child  not  of  age.  The  procedure  for  non- 
approved  use,  when  during  the  practice  of  medicine  a  physician 
chooses  to  give  a  drug  to  a  child  in  which  the  package  insert  states, 
under  use  in  children,  "this  agent  should  not  be  used  in  children  since 
adequate  data  to  establish  safe  conditions  of  use  are  lacking."  That 
is  a  standard  line.  Then  the  physician  must  make  the  choice  of  whether 
he  would  or  would  not  observe  the  statement. 

Senator  Schweiker.  The  parent  of  the  child  would  not  have  anyway 
of  knowing  that  ? 

Dr.  Simmons.  That  is  right. 

Senator  Schweiker.  Unless  the  doctor  conscientiously  provides  that 
information. 

That  is  all  I  have,  Mr.  Chairman. 

Senator  Kennedy.  Thank  you  very  much,  Mr.  Simmons. 

Senator  Nelson.  I  have  another  question.  Senator  Schweiker  was 
pursuing  the  question  of  using  drugs  for  nonindicated  purposes,  and 
you  responded  that  the  package  insert  is  available.  The  doctors  do  not 
have  to  see  it  every  time  because  they  prescribe  over  and  over  again. 

You  are  well  aware  of  the  study  done  by  Dr.  Lasagna  and  Dr. 
Stolley  on  medical  practice  respecting  the  common  cold  in  which  95 
percent  of  the  physicians  prescribed  a  drug  for  the  common  cold,  and 
60  percent  of  them  prescribed  an  anti-infective.  The  anti-infective 
is  not  indicated  for  any  of  the  viruses  that  cause  the  common  cold. 

So  what  this  study  shows  is  that  about  half  of  the  medical  profes- 
sion prescribe  anti -infective  drugs  for  non-indicated  cases.  That  is  a 
serious  situation  certainly.  A  person  perfectly  healthy  going  to  a 
doctor  and  receiving:  an  anti-infective  for  a  nonindicated  case  exposes 
himself  to  the  possible  side  effects.  It  is  this  kind  of  dramatic  statistics 
that  ought  to  alarm  the  FDA  and  the  AMA.  If  there  is  any  way  in 
the  world  to  alarm  the  AMA  about  medical  practice,  that  ought  to 
do  it. 

We  keep  talking  about  this  subject.  We  were  raising  the  same  ques- 
tions 6  years  ago,  and  each  successive  study  seems  to  indicate  the  same 
kind  of  misuse  of  drugs. 
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Do  you  really  believe  that  we  are  tackling  this  in  an  effective  way? 

Dr.  Edwards.  I  certainly  do  not  feel  that  we  have  attacked  it  ade- 
quately. I  think  that  we  are  improving.  I  think  that  the  misuse  of  the 
antibiotics,  in  spite  of  what  anybody  says,  is  less  today  than  it  was 
3  or  4  years  ago.  The  American  Medical  Association  has  just  recently, 
I  think  at  the  suggestion  of  the  Food  and  Drug  Administration,  in- 
dicated they  are  having  a  major  conference  in  March  with  all  the  major 
specialty  organizations  and  other  outside  organizations  to  really  look 
into  this  overuse  and  misuse  and  abuse,  of  the  antibiotics. 

Again,  it  is  a  problem.  I  am  not  for  a  moment  condoning  the  prac- 
tice of  treating  patients  with  a  common  cold  with  antibiotics.  The 
situation  is  improving,  but  not  fast  enough. 

Senator  Nelson.  You  are  aware  that  the  medical  society  just  met 
and  abolished  their  conscience  by  disposing  of  their  Council  on  Drugs, 
which  was  the  one  scientific  body  that  the  AMA  had  to  provide  some 
guidance  and  education  for  the  profession  in  the  use  of  drugs.  They 
abolished  it  after  Council  on  Drugs  created  the  prescribing  manual, 
which  is  exactly  what  was  needed  by  the  profession.  However,  once 
they  put  out  the  prescribing  manual,  it  caused  lots  of  friction  between 
the  manufacturers  and  the  doctors  who  wanted  to  be  sure  the  drugs 
were  properly  prescribed.  The  AMA,  then,  abolished  the  Council  on 
Drugs  and  turned  over  to  the  AMA  staff  the  responsibility  for  revis- 
ing the  manual. 

That  is  going  backward,  not  forward.  I  think  you  will  agree  that 
that  is  not  progress.  But  that  is  not  your  fault.  I  just  say  I  doubt  very 
much  whether  we  are  going  forward  very  rapidly. 

Would  you  agree  that  the  Government  ought  at  the  very  least  to 
publish  a  compendium?  The  HEW's  task  force  of  prescription  drugs 
recommended  that  a  compendium  be  published.  Do  you  think  it  would 
serve  a  useful  purpose? 

Dr.  Edwards.  I  think  there  should  be  a  compendium,  Senator.  I 
think  the  Federal  Government  should  see  to  it  that  there  is  a  com- 
pendium available  to  physicians.  There  are  others,  other  than  Govern- 
ment, that  could  conceivably  publish  it. 

Senator  Nelson.  Let  me  rephrase  the  question.  Do  you  agree  that 
a  compendium  is  a  necessity  for  the  medical  profession  ? 

Dr.  Edwards.  Yes.  Again  I  think  I  have  qualified  only  to  the  extent 
that  different  people  have  different  ideas  of  what  really  a  compendium 
really  is.  I  think  there  should  be  a  major  drug  reference  like  this  for 
every  physician.  I  do  not  think  there  is  any  question  about  that. 

I  think  we  have  to  be  sure  that  it  does  not  become  such  a  compendium 
that  it  is  so  big  and  so  voluminous  that  nobody  ever  uses  it.  That  is 
why  I  think,  for  instance,  the  AMA's  drug — what  do  they  call  the 
book — drug  evaluation  studies — is  probably  a  pretty  good  book. 

Senator  Nelson.  Well,  we  are  talking  about  two  different  things  now. 
We  probably  need  a  prescribing  manual,  a  handy  prescribing  manual 
authoritatively  prepared,  and  a  compendium. 

Dr.  Edwards.  I  think  they  fit  sort  of  hand  in  hand. 

Senator  Nelson.  So  we  did  have  the  manual,  and  then  the  Council 
on  Drugs  that  prepared  it  has  been  abolished. 

I  will  be  interested  to  see  what  the  American  Medical  Association 
puts  out  next  time  and  whether  they  use  the  words  "rational"  or 
"irrational"  or  "not  recommended,"  over  the  objections  of  the  PMA. 

[The  prepared  statement  of  Dr.  Edwards  follows :] 
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STATEMENT  BY  CHARLES  C.  EDWARDS,  M.D. ,  COMMISSIONER  OF 
POOD  AND  DRUGS,  PUBLIC  HEALTH  SERVICE,  DEPARTMENT  OF 
HEALTH,  EDUCATION,  AND  WELFARE 


Mr.  Chairman: 

We  are  pleased  to  appear  before  you  today  to  discuss  the  policies  and 
programs  of  the  Food  and  Drug  Administration  with  regard  to  the  safeguards 
provided  for  humans  participating  in  clinical  drug  trials  leading  to  the 
development  of  new  drugs. 

It  should  be  understood  at  the  outset  that  this  is  a  difficult  and  complex 
subject  with  serious  scientific,  moral  and  ethical  considerations.   We 
therefore  sought  guidance  in  this  area  from  an  Ad  Hoc  Committee  on  Ethical 
Criteria  in  Drug  Evaluation  of  the  National  Academy  of  Sciences.   This 
Committee  itself  had  difficulty  in  providing  definitive  answers  to  questions 
in  this  area  and  recommended  a: 

"conference  in  which  these  legal,  ethical  and  humanitarian 

matters  might  be  considered  further  either  by  the 

National  Academy  of  Sciences,  through  its  Drug  Research 

Board,  or  by  the  Institute  of  Medicine,  or  both." 

We  understand  you  are  particularly  interested  in  the  procedures  associated 
with  the  approval  of  new  indications  for  a  drug  already  approved  for  other 
indications.   We  will  address  this  question  as  well  as  your  interest  in  the 
monitoring  of  the  uses  of  approved  drugs  for  unapproved  uses,  and  provide 
information  on  two  specific  drugs  in  which  committee  staff  have  expressed 
interest. 

Under  the  Federal  Food,  Drug,  and  Cosmetic  Act  a  new  drug  may  not  be 
shipped  in  interstate  commerce  without  an  approved  new  drug  application 
(NDA).   Basically,  FDA  approve*  an  NDA  if  adequate  and  well-controlled 
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data  extabllsh  that  the  drug  is  safe  and  effective  for  the  conditions 
prescribed,  recommended  or  suggested  in  its  labeling.   As  part  of  the 
approval,  FDA  approves  the  labeling  of  the  drug  which  must  accompany 
the  drug  and  fully  disclose  the  intended  uses,  dosage  levels, 
warnings,  side  effects,,  and  contraindications  for  the  drug.   The 
advertising  and  promotion  of  the  drug  must  be  limited  to  the  indications 
approved  in  this  official  labeling. 

There  is  an  exemption,  of  course,  for  the  investigational  use  of  drugs  to 
permit  sponsors  to  develop  the  needed  data  to  support  marketing  and  determine 
dosage  levels,  routes  of  administration,  warnings,  adverse  reactions, 
contaaindications,  and  other  relevant  prescribing  information.   The 
investigations  must  be  sound  and  well  controlled  and  instituted  only 
pursuant  to  a  protocol  design  submitted  to  FDA  for  review.   This  protocol 
is  officially  a  "Notice  of  Claimed  Investigational  Exemption  for  a  New 
Drug,"  more  commonly  referred  to  as  an  "IND." 

Need  for  Clinical  Study 

Perhaps  the  most  critical  point  that  can  be  emphasized  this  morning  is  the 
real  dilemma  that  exists  with  regard  to  any  research  or  investigational 
study.   At  the  present  time,  there  is  no  species  of  animal  or  "in  vitro" 
laboratory  test  system  that  can  be  relied  on  alone  to  be  completely  predictive 
of  what  to  expect  in  man.   In  other  words,  no  matter  how  much  animal  or 
laboratory  data  we  can  collect,  at  some  point  we  must  address  ourselves  to 
the  question  "What  does  this  data  mean  for  man  and  how  will  a  human  be 
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affected  by  this  drug?"  This  is  why  clinical  studies  are  necessary.   If 

we  should  ever  decide  that  clinical  studies  cannot  be  undertaken,  then 

we  effectively  terminate  further  drug  development  and  progress  in  medicine. 

The  surgeon  will  no  longer  be  able  to  develop  new  techniques,  the  internist 

will  no  longer  be  able  to  achieve  progress  in  improved  approaches  to  diagnosis 

and  treatment  of  illness  and  disease,  and  FDA  will  no  longer  be  able  to 

determine  the  safety  and  effectiveness  of  new  therapeutic  agents.   Until 

we  have  an  animal  or  laboratory  system  that  is  perfectly  predictive  for 

man,  we  are  and  will  be  dependent  on  adequate  and  well-controlled  clinical 

research. 

Studies  in  Children 

In  this  same  general  context  one  should  discuss  the  use  of  investigational 
drugs  or  other  new  therapeutic  approaches  in  children.   There  is,  understand- 
ably, a  natural  reluctance  on  the  part  of  some  scientists  to  conduct  studies 
in  children.   But  the  fact  is  that  when  children  are  sick,  they  too  may 
need  drugs  and  it  would  surely  be  unethical  to  administer  to  children  drugs 
which  have  not  been  studied  in  children.   Infants  and  children  often  do 
not  metabolize  drugs  as  adults  do.   Moreover,  it  is  usually  not  possible 
to  predict  the  correct  dose  of  a  drug  for  a  child  merely  by  regarding  him 
as  a  miniature  adult  and  lowering  the  dose  proportionately. 

Experts  in  pediatrics  and  in  pharmacology  have  concluded  that  drugs  must 
be  studied  in  children  before  they  are  used  in  children;  in  fact,  FDA 
requires  that  drugs  be  studied  in  all  age  groups  for  which  a  drug  is  intended. 
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Dr.  Shirkey,  Professor  and  Chairman  of  Pediatrics,  School  of  Medicine. 
Tulane  University,  and  chairman  of  the  former  American  Medical  Association 
Council  on  Drugs,  has  also  expressed  his  concern  in  this  area: 
"Today  over  half  of  the  new  drugs  have  not  had  adequate 
studies  in  children  yet  the  drugs  are  released  and  available  for 
physicians.   These  drugs  are  prescribed  for  children. 
The  plea  today  is  to  study  the  drugs  which  are  already  available 
and  are  widely  used  with  the  refined  methods  which  could  give 
tremendous  information  if  this  were  supported  and  to  study  new 
drugs  as  Congress  intended." 

Clearly  when  a  drug  or  other  therapeutic  approach  is  studied  in  children, 
the  children  should  be  expected  to  benefit  from  the  course  of  treatment 
being  studied.   Other  studies  on  the  effects  of  the  drug  may  also  be 
done  simultaneously  and  recorded,  but  a  benefit  to  the  patient  should 
exist  to  justify  the  study.   The  FDA  has  such  a  working  policy  on  the 
use  of  investigational  drugs  in  children  and  is  working  with  experts 
of  the  American  Academy  of  Pediatrics  to  develop  guidelines  for  drug 
testing  in  children. 

The  Federal  Food,  Drug,  and  Cosmetic  Act 

Congress  has  many  times  acknowledged  both  the  need  for  continued  clinical 
study  as  well  as  the  necessary  safeguards  that  should  be  associated  with 
it.   The  Federal  Food,  Drug,  and  Cosmetic  Act  provides  for  clinical  study 
with  appropriate  provisions  for  informed  and  safe  participation. 
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The  1962  Drug  Amendments  to  the  Federal  Food,  Drug,  and  Cosmetic  Act 
required  FDA  to  exercise  strict  control  over  the  use  of  investigational 
drugs  undergoing  clinical  trials.   The  IND  procedure  offers  comprehensive 
control  of  the  developmental  testing  of  drugs  in  this  country  and  insures 
that  the  proposed  studies  are  justifiable  and  do  not  expose  human  beings 
to  undue  risks.   Our  regulatory  process  also  requires  that  the  studies 
be  well  controlled  and  therefore  meaningful. 

Patient  Consent  Regulations 

A  number  of  regulations  have  been  promulgated  by  FDA  pursuant  to  its 
legal  authority  to  protect  the  human  research  subject  participating 
in  drug  studies.   Among  other  things,  the  1962  Drug  Amendments 
specifically  required  that  consent  be  obtained  except  when  not  feasible 
or  when,  in  the  judgment  of  the  investigator,  it  is  contrary  to  the  best 
interests  of  the  patient.   In  1967,  FDA  clarified  and  strengthened  this 
statutory  provision  by  regulations  requiring  written  consent  in  the  first 
two  phases  of  human  clinical  trials  and  a  documentation  if  oral  consent 
is  obtained  in  place  of  written  consent  in  Phase  III. 

Initial  Screening  of  Studies 

Of  signal  importance  is  FDA's  action  in  1970  to  further  reduce  the 

possibility  of  patients  being  exposed  to  unwarranted  risk.   Prior  to 

1970  investigational  use  of  a  new  drug,  with  some  exceptions,  could  begin 

immediately  upon  the  filing  of  an  application  for  an  exemption  to  the 

New  Drug  provisions  of  the  Federal  Food,  Drug,  and  Cosmetic  Act. 

The  new  regulation  provided  for  a  30-day  delay  before  clinical  studies 

could  be  initiated  in  order  to  allow  for  a  preliminary  screen  of  the 
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proposed  study  to  assure  that  the  drug  has  been  adequately  studied 
in  laboratory  animals  and  would  be  studied  under  a  scientifically 
sound  protocol  that  would  not  expose  human  subjects  to  an 
unwarranted  risk. 

Disqualification  of  Investigators 

Also  pursuant  to  the  1962  Drug  Amendments,  the  FDA  has  acted  to 
"disqualify"  clinicians  because  of  improper  and  unethical  practices. 
A  program  of  surveillance  of  clinical  investigators  began  in  1967,  and 
specific  formal  procedures  for  such  "disqualification"  of  clinical 
investigators  were  established  in  1968.   Since  then,  sixteen 
investigators  have  been  disqualified  and  twenty  have  been  reprimanded. 

When  an  investigator  is  disqualified,  he  is  ineligible  to  receive 
investigational  drugs  and  all  the  sponsors  employing  the  individual 
as  an  investigator  and  appropriate  Government  agencies  are  notified 
of  this  disqualification.   The  data  generated  by  a  disqualified 
investigator  cannot,  of  course,  be  utilized  by  the  manufacturer  in 
support  of  his  application  for  marketing  approval.   In  the  case  of 
reprimands,  sponsors  are  routinely  notified  of  the  investigators' 
shortcomings  since  these  are  usually  indicative  of  poor  monitoring  by 
the  sponsor.   It  should  be  noted  that  criminal  cases  have  been  filed 
for  fraudulent  data  submitted  and  one  such  case  has  recently  been 
referred  to  the  Department  of  Justice  and  is  now  under  their  review. 
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Increased  Surveillance  of  Investigators 

Good  investigational  practices  are,  of  course,  intimately  related  to 
good  monitoring  by  the  sponsors  of  the  study.   For  the  coming 
year,  FDA  has  designed  a  program  to  permit  a  more  precise  determination 
of  the  quality  of  such  monitoring  in  this  country.   Some  8-12  studies 
on  nev  significant  compounds  have  been  selected  for  intensive 
surveillance.   This  is  an  initial  step  to  improve  the  existing  approach 
of  primarily  investigating  researchers  under  suspicion  of  violation. 
The  increased  coverage  provided  by  this  program  should  give  a  truer 
picture  of  the  state  of  affairs  of  clinical  investigations  carried  out 
under  investigational  new  drug  (IND)  regulations  in  this  country. 
If  serious  shortcomings  are  found,  the  inspections  can  provide  a 
basis  for  developing  appropriate  means  to  address  this  problem.   This 
should  result  not  only  in  protection  of  the  public  directly  exposed 
to  the  drugs  but  also  to  improvements  in  clinical  testing.   Together 
we  believe  this  will  encourage  approval  of  New  Drug  Applications  with 
fewer  but  better  clinical  studies,  and  thus  benefit  the  consumer  by 
insuring  more  prompt  entry  of  good  drugs  into  the  marketplace. 

Institutional  Review  Comnrfttee  Under  FDA  Regulations 

FDA's  regulatory  procedures  have  also  been  strengthened  by  providing 
for  local  review  of  studies  to  determine  whether  proposed  studies  are 
justified  in  a  particular  area  and  to  provide  a  local  system  of 
assurance  that  the  study  is  conducted  ethically  and  in  compliance 
with  the  law.   In  1971,  FDA  promulgated  regulations  to  require 
Institutional  Committee  Review  of  investigational  new  drug  studies. 
If  such  studies  are  conducted  on  Institutionalized  subjects  or  bv 


40 

an  individual  affiliated  with  an  institution  assuming  responsibility, 
assurance  must  be  provided  that  an  institutional  review  committee 
is  responsible  for  initial  and  continuing  review  of  the  study.  A 
review  committee  must  be  composed  of  persons  of  varying  backgrounds 
(lawyers,  clergy,  laymen,  as  well  as  scientists)  and  cannot  be  composed 
solely  of  physicians.  An  intramural  FDA  committee  (the  Research 
Involving  Human  Subjects  Committee)  now  provides  this  type  of  review 
for  all  studies  involving  human  subjects  which  are  conducted  by  FDA. 

We  believe  review  by  a  committee  composed  of  persons  with  diverse  backgrounds 
offers  practical  and  necessary  protection  for  human  subjects.   But  it 
must  be  remembered  that  such  screening  of  research  projects  can  only 
be  assessed  on  the  basis  of  currently  available  information.   The 
appropriateness  of  a  particular  study  must  be  judged  in  the  context 
of  the  time  when  It  was  initiated.   Of  course  all  necessary  steps 

must  be  taken  to  provide  for  the  reasonable  and  timely  reappraisal 
of  research  projects  as  new  scientific  information  becomes  available 
which  might  alter  the  original  assessment.   These  FDA  regulations 
require  the  Institutional  Committee  to  provide  a  continuing  review  of 
the  study  at  appropriate  intervals,  but  not  exceeding  one  year. 

Because  of  the  special  problems  associated  with  studies  by  individual 
physicians  on  their  non- institutionalized  patients,  the  regulation 
did  not  extend  this  far,  but  FDA  is  studying  what  protection  mechanism 
might  be  appropriate  in  these  circumstances. 

At  this  time  I  would  like  to  offer  for  the  record  a  copy  of  the  FDA 
regulations  I  have  referred  to  concerning  patient  consent,  disqualification, 
institutional  review  and  the  30-day  delay  interval  for  IND's. 

FDA  Contract  with  Drug  Research  Board 

In  other  efforts  to  further  examine  the  many  issues  raised  regarding 
drug  testing  on  human  subjects,  a  contract  was  awarded  to  the  Drug 
Research  Board  of  the  NAS-NRC  to  help  define  the  relative  roles  of 
the  sponsor  and  the  Food  and  Drug  Administration  with  regard  to  clinical 
Investigations.   FDA  is  now  in  the  process  of  reviewing  the  report  from 
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the  NRC  Drug  Research  Board  to  determine  what  modifications  can  be 
made  in  the  system  to  improve  it  further  so  that  investigators  are  aware 
of  their  responsibilities,  that  research  facilities  are  adequate,  that 
patient  followup  Is  appropriate  and  that  consent  is  informed  and  voluntary. 

Unapproved  Uses  of  Approved  Drugs 

Your  staff  have  expressed  particular  interest  in  regards  to  procedures 
for  the  approval  of  additional  uses  or  indications  for  drugs  already  on 
the  market.   Studies  of  new  uses  of  a  drug  are  also  subject  to  our  IND 
controls.   Adequate  and  well-controlled  studies  are  required  to  establish 
the  safety  and  effectiveness  of  the  drug  for  that  particular  use.   It  is 
illegal  to  promote  and  market  or  ship  a  drug  in  interstate  commerce  for 
an  unapproved  use  without  an  IND. 

However,  the  prescribing  of  an  approved  drug  for  an  unapproved  use  by 
individual  physicians  in  the  practice  of  medicine  is  beyond  the  jurisdiction 
of  the  FDA. 

A  proposed  regulation  issued  by  FDA  August  15,  1972, clearly  outlined 
this  issue  and  1  would,  at  this  time,  like  to  offer  that  regulation  for 
the  record.   If  an  approved  new  drug  is  shipped  in  interstate  commerce 
with  the  approved  labeling  and  neither  the  manufacturer  nor  the 
recipient  intends  that  it  be  used  for  an  unapproved  purpose,  the 
requirements  of  the  Act  are  satislfied.   Once  the  new  drug  is  in  a  local 

pharmacy  after  interstate  shipment,  the  physician  may,  as  part  of  the 
practice  of  medicine,  lawfully  prescribe  a  different  dosage  for  his 
patient,  or  may  otherwise  vary  the  conditions  of  use  from  those  approved 
in  the  labeling,  without  informing  or  obtaining  the  approval  of  the  FDA. 

This  interpretation  of  the  Act  is  required  In  light  of  the  legislative 
history  of  the  Act  which  is  replete  with  statements  that  Congress  did 
not  intend  the  Food  and  Drug  Administration  to  interfere  with  medical 
practice  and  references  to  the  understanding  that  the  law  did  not 
purport  to  regulate  the  practice  of  medicine  as  between  the  physician  and 
the  patient.   Congress  recognized  a  patient's  right  to  seek  civil  damages 
in  the  courts  if  there  should  be  evidence  of  malpractice,  and  declined 
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to  provide  any  legislative  restrictions  upon  the  medical  profession  in  this 
regard.   Nor  do  I  believe  that  the  Food  and  Drug  Administration  should 
control  the  practice  of  medicine.   This  would  unquestionably  hinder,  rather 
than  promote,  good  medical  care  for  the  country.  We  cannot,  in  good 
conscience,  require  that  a  physician  watch  a  patient's  condition  worsen 
because  the  package  insert  provides  for  only  a  low  dose  of  the  drug  or 
contains  an  applicable  warning  or  contraindication.   What  is  needed  is 
the  promotion  of  better  prescribing  of  drugs  by  such  measures  as  continuing 
education  of  physicians,  peer  review  mechanisms,  and  the  use  of  effective 
communications  between  FDA  and  the  medical  profession.   In  short,  we 
must  increase  the  physician's  sense  of  professional  responsibility  and 
judgment,  not  place  him  in  a  rigid  mold. 

Although  the  Act  does  not  require  an  individual  physician  to  file  an  investi- 
gational new  drug  plan  before  prescribing  an  approved  drug  for  unapproved  uses, 

or  to  submit  to  the  Food  and  Drug  Administration  data  concerning  the  therapeutic 
results  and  the  adverse  reactions  obtained,  it  is  sometimes  in  the  best 
interests  of  the  physician  and  the  public  that  this  be  done.   The  physician 
should  recognize  that  when  using  drugs  for  investigational  purposes, 
careful  account  should  be  taken  of  the  scientific  principles,  including 
the  moral  and  ethical  considerations,  applicable  to  the  safe  use  of 
investigational  drugs  in  human  patients.   When  the  results  of  treatment 
are  reported  completely  and  accurately,  the  data  may  be  helpful  to  other 
patients  and  physicians  as  well  as  to  the  Food  and  Drug  Administration. 

If  a  pattern  of  unapproved  use  develops  for  a  particular  drug,  FDA  can  take 
certain  actions  which  are  outlined  in  our  August  15th  proposal. 

Depo-Provera 

Your  staff  have  expressed  particular  interest  in  Depo-Provera.   I  believe 

it  will  be  helpful  to  review  FDA's  actions  with  respect  to  this  drug. 

Depo-Provera  (medroxyprogesterone  acetate)  is  a  derivative  of  progesterone 
that  is  administered  intramuscularly  in  the  treatment  of  endometriosis  and 
as  adjunctive  therapy  and  palliative  treatment  of  inoperable,  recurrent, 
and  metastatic  endometrial  carcinoma.   It  was  approved  for  marketing  for 
endometriosis  in  1960,  and  for  metastatic  endometrial  carcinoma  in  1972. 
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The  drug  is  marketed  in  this  country  and  in  at  least  47  other  countries. 
Most  other  countries  receive  the  drug  from  Belgium  where  it  is  manufactured. 

Depo-Provera  is  used  for  contraception  in  a  number  of  countries  and  has 
been  investigated  for  this  indication  in  this  country  under  a  Notice  of 

Claimed  Investigational  Exemption  for  a  New  Drug  (IND)  since  1963. 

In  1970,  studies  in  dogs  revealed  that  Depo-Provera  produced  mammary  tumors. 
Similar  studies  in  monkeys  have  been  negative.   However,  because  of  this 
finding  in  dogs,  Pro vest,  a  marketed  oral  contraceptive  containing 
medroxyprogesterone  acetate  and  ethinyl  estradiol  was  voluntarily  removed 
from  the  market  by  the  sponsor  in  1970,  and  physicians  were  notified  of  the 
animal  findings.   At  that  time,  contraceptive  studies  with  Depo-Provera  under 
the  IND  were  severely  limited  and  the  patients  under  study  were  required  to 
sign  an  expanded  written  informed  consent  form,  which  among  other  things, 
included  a  statement  pertaining  to  mammary  tumors.   A  copy  of  this  informed 
consent  form  is  submitted  for  the  record. 

In  addition,  the  FDA  and  its  Obstetrics  and  Gynecology  Advisory  Committee 
felt  that  further  long-term  human  metabolic  studies  were  necessary  on 
this  agent.   Accordingly,  the  committee  recommended  that  the  ongoing  human 
studies  continue  in  appropriate  patients  and  agreed  with  the  continued 
use  of  the  drug  under  the  conditions  spelled  out  in  the  patient  consent 
form. 

The  reason  that  investigational  drug  studies  for  contraception  were 
permitted  to  continue  was  that  Depo-Provera  represents  a  unique  form  of 
systemically-administered  contraception  which  needs  to  be  administered 
only  once  e/ery  three  months.   As  can  be  seen  by  review  of  the  patient 
consent  form,  its  use  is  intended  for  a  very  restricted  patient  population; 
i.e.,  those  who  have  tried  all  other  birth  control  methods  without  success. 
In  this  group,  it  is  felt  that  its  known  benefit  outweighs  its  theoretical 
risk  since  no  other  alternative  therapy  is  available. 

In  1972,  some  of  the  mammary  nodules  in  dogs  were  found  to  be  malignant.   The 
investigators  were  so  informed  and  the  patient  informed  consent  form  revised 
to  include  this  new  information  (copy  attached).   The  significance  of 
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these  dog  findings  to  humans  is  not  known.   At  this  time,  the  problem  was 
again  discussed  with  our  advisory  committee.   The  committee  made  certain 
recommendations  with  respect  to  the  labeling  and  consent  forms  and  stated 
that  although  approval  of  Depo-Provera  for  unrestricted  contraceptive  use 
should  not  be  given,  the  IND  should  remain  active  because  no  other 
injectable  contraceptive  is  available  or  forthcoming. 

In  1970,  there  were  approximately  1,000  patients  covered  under  the  IND.   This 
number  subsequently  dropped  to  about  600  and  following  the  requirement  of 
the  expanded  written  patient  consent  form,  this  number  dropped  further  to 
a  current  figure  of  approximately  140. 

Since  Depo-Provera  is  currently  available  on  the  market  for  other  approved 
indications,  it  is  possible  that  patients  are  receiving  the  drug  for 
contraception  outside  the  IND  despite  the  current  labeling  which  discusses 
the  tumorigenicity  and  indicates  that  its  contraceptive  use  is  still 
investigational.   Accordingly,  we  continue  to  confer  with  our  advisory 
committee  on  this  matter  and  the  next  meeting  is  scheduled  for  February  22. 

Post-Coital  Use  of  Diethylstilbestrol  (PES) 

Your  committee  also  indicated  interest  in  the  post-coital  use  of  Diethylstilbestrol. 

This  agent  is  a  synthetic  estrogen  which  has  been  available  for  over  30  years 

for  various  gynecologic  indications.   We  have  previously  testified  before 
this  committee  concerning  the  association  of  this  drug  with  adenocarcinoma 

of  the  vagina  and  cervix.   As  you  know,  warnings  were  issued  in  the  form 

of  a  drug  bulletin  and  the  labeling  and  contraindications  for  DES  now 

reflect  this  association. 

Use  of  DES  as  a  post-coital  contraceptive  is  fairly  recent  and  has  been 
proceeding  without  the  submission  of  Investigational  New  Drug  Applications 
because  of  the  ready  availability  of  the  drug  on  the  market. 

Following  an  article  by  Dr.  Lucille  Kuchera  appearing  in  the  Journal  of 
the  American  Medical  Association  of  October  25,  1971  entitled  "Post-Coital 
Contraception  with  DES,"  (attached)  FDA  decided  to  pursue  the  matter  of 
safety  and  efficacy  for  this  indication.   Following  publication  of  this 
article,  a  representative  from  the  FDA  was  sent  to  visit  Dr.  Kuchera  and 
discuss  with  her  the  results  of  the  study  and  obtain  additional  information. 
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On  December  10,  1971,  information  currently  available  regarding  the  use  of 

DES  as  a  "morning  after"  contraceptive  was  presented  to  the  OB-Gyn  Advisory 

Committee  and  they  were  specifically  asked  if,  in  their  opinion,  they  felt 

there  was  sufficient  evidence  of  safety  and  efficacy  for  the  use  of  DES 

post-coitally  in  the  prevention  of  pregnancy.   The  concensus  of  opinion 

was  that  while  the  available  information  on  the  post-coital  use  of  estrogens 

provides  "some"  evidence  for  their  efficacy  as  well  as  for  the  relative 
safety  of  this  regimen,  these  data  would  not  qualify  to  fulfill 

the  requirements  for  New  Drug  Application.   At  that  meeting  it 

was  proposed  that  a  "working  session  on  the  post-coital  use  of 

estrogens"  be  convened  between  staff  members  from  NIH  and  the  FDA  and 

that  the  outcome  of  this  conference  be  presented  at  the  next  OB-Gyn 

Advisory  Committee  meeting.   This  proposal  was  accepted  by  the 

Committee  and  such  a  workshop  was  held  on  February  14,  1972. 

At  the  next  meeting  of  the  OB-Gyn  Advisory  Committee  on  March  17,  1972 

a  member  of  the  Committee  reported  the  results  of  the  workshop.   He 

pointed  out  that  more  experience  was  available  for  DES  than  for 

other  estrogens  and  that  perhaps  sufficient  experience  was  available 

for  DES  to  support  the  indication  in  the  package  insert  of  its  use 

in  a  post-coital  regimen.   Another  Committee  member  commented 

that  from  a  scientific  point  the  information  (presented  at  the  Workshop) 

was  not  substantial,  but  that  the  general  impression  was  that  this 

regimen  was  effective.   The  OB-Gyn  Advisory  Committee  did  not  at  this  meeting 

make  any  recommendation  one  way  or  another  as  to  the  efficacy  and  safety 

of  DES  when  used  as  a  post-coital  contraceptive. 

The  topic  of  the  post-coital  use  of  DES  came  up  again  at  the 
October  20,  1972  meeting  of  the  OB-Gyn  Advisory  Committee  at  which 
time  a  recommendation  was  made  that  the  Committee  advise  the 
Commissioner  that  it  feels  he  should  communicate  to  the  medical 
profession  the  Committee's  concern  over  the  widening,  but  not 
indicated,  usage  of  DES  as  a  post-coital  contraceptive.   This 
suggestion  was  implemented  by  the  Committee  by  outlining  the 
content  of  the  proposed  communication: 

"It  should  state  that  while  there  is  a  wide  spread  use  of 
DES  for  this  action,  this  is  a  nonindicated-  use,  because 
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there  is  insufficient  evidence  for  its  efficacy  and  safety 
in  view  of  evidence  suggesting  that  it  may  affect  both  the 
user  and  the  offspring  surviving  ineffective  treatment. 
It  should  also  contain  information  on  what  is  known  about 
how  to  use  it  correctly." 

At  the  January  26,  1973  meeting  of  the  OB-Gyn  Advisory  Committee 
the  use  of  DES  and  other  estrogens  for  post-coital  contraception 
was  again  brought  up  and  the  Committee  was  again  asked  whether  the 
post-coital  use  of  DES  could  be  approved  on  the  basis  of  available 
information  for  its  safety  and  efficacy.  A  panel  of  experts 
had  been  invited  to  present  their  experience  to  the  Committee 
and  representatives  of  consumers  groups  were  also  given  the 
opportunity  to  present  their  views.   Formal  presentations  by 
Dr.  R.  Blye  of  NICHD,  on  the  results  of  the  survey  of  clinical 
investigations  with  post-coital  administration  of  DES  or  other 
estrogens,  of  Dr.  M.  Lipsett,  NICHD,  dealing  with  the  safety  aspects 
of  estrogen  usuage,  a  report  by  Dr.  Lucille  Kuchera  of  the 
Michigan  University  Health  Service  on  her  own  studies  with  DES, 
and  discussions  by  Dr.  A.  Herbst  and  Dr.  D.  Proskancer  of 
Massachusetts  General  Hospital,  as  well  as  written  comments  by 
Dr.  Roy  Hertz  (by  invitation),  and  letters  from  Dr.  Ralph  B.  Woolf , 
Planned  Parenthood  World  Population  and  from  Dr.  Philip  Corf man, 
NICH,  consultant  member  of  the  Committee  who  was  absent,  provided 
the  material  or  deliberations  by  the  seven  Committee  members 
present . 

It  was  the  unanimous  conclusion  of  the  Committee  members  that 
there  exists  now  substantial  evidence  for  the  effectivity  of 
DES  in  preventing  conception  by  the  post-coital  administration 
of  50  mg.  (2x25  mg.)  daily  for  five  consecutive  days  initiated 
within  72  hours  after  exposure.   It  was  also  the  unanimous 
opinion  of  the  Committee  that  for  this  regimen  and  dosage 
there  is  no  evidence  for  a  significant  risk  to  the  patient, 
except  for  some  immediate  minor  side  reactions,  and  that  a 
carcinogenic  potential  from  this  dosage  has  not  been  proven. 
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However,  because  the  possibility  of  a  harmful  effect  on  the  fetus 
either  from  a  pregnancy  existing  at  the  time  of  treatment  from  a 
previous  exposure  or  resulting  from  a  patient  failure  during 
treatment,   an  early  abortion  induced  by  conventional  means  should 
be  seriously  considered  even  though  an  action  of  this  kind  on  the  fetus 
is  not  known  to  exist. 

On  the  strength  of  these  conclusions  the  motion  was  made  and  passed,  to 
recommend  to  the  Commissioner  approval  for  the  use  of  DES  post-coitally 
as  a  contraceptive  under  the  outlined  conditions  and  circumstances,  with 
the  provision  that  this  usage  is  to  be  considered  as  an  emergency  treat- 
ment only  and  that  it  should  not  be  considered  as  a  method  for  birth 
control  with  continuous  and  frequently  repeated  therapy. 

A  revision  of  the  labeling  of  DES  for  use  as  a  post-coital  contraceptive 
is  currently  underway. 

This  drug  is  just  one  example  of  a  number  of  complex  questions  which  face 
the  agency  and  its  advisors  in  the  course  of  drug  research  and  development, 
The  difficult  benefit  risk  judgments  are  well  illustrated  by  this  drug. 

Summary 

Mr.  Chairman,  our  system  to  assure  patient  protection  is  as  carefully 
formulated  as  we  know  how  to  make  it.   It  is  unique  in  the  world  since 
no  nation  has  our  IND  system  and  none  requires  similar  institutional 
or  Federal  review  of  drug  research  involving  humans.   However,  it  is 
not  perfect  and  cannot  guarantee  complete  safety  in  drug  experimentation, 
nor  is  there  any  practical  system  which  man  can  develop  which  is  likely 
to  do  so. 

One  of  the  very  real  difficulties  with  our  system  is  that  it  is  impossible 
for  the  government  to  monitor  all  research  being  conducted  in  this  country. 
At  any  one  tima  in  this  country  there  are  approximately  4,000  active  drug 
investigations  going  on  involving  at  least  10,000  investigators  and  tens 
of  thousands  of  patients  in  several  thousand  locations  in  this  country. 

It  is  not  surprising  that  there  are,  and  have  been  in  the  past,  instances 
where  individual  investigators  have  been  found  who  have  not  complied  with 
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all  the  requirements  laid  down  in  this  area  or  where  there  have  been 
delays  in  submission  of  required  information.   When  we  learn  of  such 
instances,  they  are  thoroughly  investigated  and  appropriate  action  is  taken, 
including,  if  warranted,  criminal  prosecution  of  the  individual  involved. 
We  are  carrying  on  a  sampling  of  investigations  to  uncover  possible 
problems  and  have  required  peer  review  mechanisms  to  be  set  up  to  provide 
an  independent  on-sight  mechanism  to  help  assure  the  rights  of  patients 
and  the  conduct  of  ethical  investigations. 

Given  the  nature  of  drug  investigation,  there  will  always  be  instances 
where  new  toxicity  possibilities  become  known  only  after  humans  have 
already  been  exposed  to  a  drug.   There  is  no  way  to  avoid  this  completely 
and  still  develop  useful  drugs.   Fortunately,  this  is  a  rare  occurrence 
and  to  the  best  of  our  knowledge  has  occurred  only  a  handful  of  times 
out  of  over  9,000  investigations  over  the  last  10  years.  When  it  occurs, 
we  require  the  drug  sponsor  either  to  do  further  studies,  to  modify  or 
terminate  his  studies  as  appropriate  and  to  notify  the  investigators 
promptly.  When  indicated,  patient  follow-up  is  required  of  the  drug  sponsor. 

We  and  others  have  learned,  however,  that  there  are  many  instances  and  many 

reasons  why  patient  follow-up  may  be  impossible  to  achieve.   The  difficulties 

in  this  area  are  well  exemplified  in  a  report  we  recently  received  from  a 

committee  of  the  Drug  Research  Board  of  the  National  Academy  of  Sciences. 

The  committee  was  asked,  "With  whom  should  responsibility  rest  for  follow- 
up  of  patients  who  are  involved  in  clinical  studies  of  drugs?".   Their 
answer  is  as  follows : 

"The  responsibility  for  following  patients,  whatever  arrangements 
are  involved,  must  rest  with  the  investigator.   The  expenses  involved 
in  such  follow-up  must  be  provided  by  the  sponsor.   The  realities 
of  the  situation  are  that  long-term  follow-up  of  many  patients 
offers  extraordinary  difficulties  except  in  certain  clinics  in  the 
United  States.   These  difficulties  stem  in  part  from  the  extraordinary 
mobility  that  exists  in  this  country  and  in  part  from  the  unwillingness 
or  disinclination  of  many  persons  to  respond  to  questionnaires  or  to 
re-appear  for  examinations.   The  fact  that  government  may  be  involved 
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in  the  follow-up  of  these  patients  does  not  materially  affect  the 
issue  of  practical  difficulty  in  follow-up.   In  the  view  of  the 
Ad  Hoc  Committee,  the  problem  is,  for  practical  purposes,  insoluble 
except  under  circumstances  that  world  involve  intolerable  invasions 
of  human  privacy." 
Nevertheless,  the  attempt  is  required  though  it  is  frequently  unsuccessful. 

Some  have  suggested  that  our  requirements  for  pre-clinical  toxicity  testing 
should  be  made  even  more  rigid.  We  have  consulted  with  experts  in  this  area 
and  have  concluded  that  such  a  step  would  not  be  productive  at  this  time 
or  on  balance  be  beneficial  to  the  public.   Our  current  requirements  are 
already  the  most  stringent  which  exist  in  any  nation  and  in  general 
increasingly  serve  as  a  model  throughout  the  world.   Despite  this,  five 
months  ago,  in  conjunction  with  expert  advisors,  we  initiated  a  complete 
review  of  our  requirements  to  see  what  modifications  might  be  appropriate. 

In  summary,  Mr.  Chairman,  though  it  is  true  that  this  Nation's  concern  and 
system  of  safeguards  for  human  experimentation  are  the  most  extensive  in 
the  world,  we  still  have  unresolved  problems  in  this  area.  A  great  deal 
of  effort  is  underway  to  improve  this  system  and  public  understanding 
of  the  complex  problems  through  education  and  hearings  such  as  this  will 
help  resolve  some  of  these  problems.  We  would  be  pleased  to  answer  any 


Senator  KENNEDY.  At  this  point  in  the  record,  I  order  printed 
the  "National  Advisory  Commission  on  Health  Science  and 
Society  Resolution"  introduced  by  Senator  Mondale  and  others. 

[The  text  of  S.J.  Res.  71  follows:] 
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93d  CONGRESS 

1st  Session 


S.  J.  RES.  71 


IN  THE  SENATE  OF  THE  UNITED  STATES 

March  6,1973 

Mr.  Mondale  (for  himself,  Mr.  Bayh,  Mr.  Brooke.  Mr.  Case,  Mr.  Cranston, 
Mr.  Hart,  Mr.  Hughes,  Mr.  Humphrey,  Mr.  Javits.  Mr.  Kennedy,  Mr. 
McGee,  Mr.  McGovern,  Mr.  Moss,  Mr.  Nelson,  Mr.  Pell,  Mr.  Randolph, 
Mr.  Schweiker,  Mr.  Stevenson,  and  Mr.  Williams)  introduced  the  fol- 
lowing joint  resolution;  which  was  read  twice  and  referred  to  the  Com- 
mittee on  Labor  and  Public  Welfare 


JOINT  RESOLUTION 

To  provide  for  a  study  and  evaluation  of  the  ethical,  social,  and 
legal  implications  of  advances  in  biomedical  research  and 
technology. 

1  Resolved  by  the  Senate  and  House  of  Representatives 

2  of  the    United   States  of  America  in   Congress  assembled, 

3  That  this  joint  resolution  may  be  cited  as  the   "National 

4  Advisory    Commission    on    Health    Science    and    Society 

5  Kesolution". 

6  ESTABLISHMENT  OF  COMMISSION 

7  Sec  2.  There  is  hereby  established  a  National  Advisory 

8  Commission   on   Health   Science   and   Society    (hereinafter 

9  referred  to  as  the  "Commission") . 

II 
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2 

1  MEMBERSHIP 

2  Sec.  3.   (a)   The  Commission  shall  be  composed  o£  fif- 

3  teen  members  to  be  appointed  by  the  President  from  the 

4  general  public  and  from  individuals  in  the  fields  of  medicine, 

5  law,   theology,   biological   science,   physical   science,    social 
ft  science,  philosophy,  humanities,  health  administration,  gov- 

7  ernment,  and  public  affairs. 

8  (b)  Any  vacancy  in  the  Commission  shall  not  affect  its 

9  powers. 

10  (c)   The  President  shall  designate  one  of  the  members 

11  to  serve  as  Chairman  and  one  to  serve  as  Vice  Chairman 

12  of  the  Commission. 

13  (d)   Eight  members  of  the  Commission  shall  constitute 

14  a  quorum. 

15  DUTIES  OF  THE  COMMISSION 

16  Sec.  4.    (a)    The  Commission  shall  undertake  a  com- 

17  prehensive  investigation  and  study  of  the  ethical,  social,  and 

18  legal  implications  of  advances  in  biomedical  research  and 

19  technology,  which  shall  include,  without  being  limited  to — 

20  ( 1 )  analysis  and  evaluation  of  scientific  and  techno- 

21  logical  advances  in  the  biomedical  sciences,  past,  current, 

22  and  projected; 

23  (2)    analysis  and  evaluation  of  the  implications  of 
04  such  advances,  both  for  individuals  and  for  society; 

25  (3)    analysis  and  evaluation  of  laws,   codes,   and 


52 

3 

1  principles  governing  the  use  of  technology  in  medical 

2  practice ; 

3  (4)  analysis  and  evaluation  through  the  use  of  sem- 

4  inars  and  public  hearings  and  other  appropriate  means, 

5  of  public  understanding  of  and  attitudes  toward  such 

6  implications;  and 

7  (5)  analysis  and  evaluation  of  implications  for  pub- 

8  lie  policy  of  such  findings  as  are  made  by  the  Commis- 

9  sion  with  respect  to  biomedical  advances  and  public  atti- 

10  tudes  toward  such  advances. 

11  (b)  The  Commission  shall  make  maximum  feasible  use 

12  of  related  investigations  and  studies  conducted  by  public  and 

13  private  agencies. 

14  (c)    The  Commission  shall  transmit  to  the  President 

15  and  to  the  Congress  one  or  more  interim  reports  and,  not 

16  later  than  two  years  after  the  first  meeting  of  the  Commis- 

17  sion,  one  final  report,  containing  detailed  statements  of  the 

18  findings  and  conclusions  of  the  Commission,  together  with 

19  its  recommendations,   including  such  recommendations  for 

20  action  by  public  and  private  bodies  and  individuals  as  it 

21  deems  advisable. 

22  POWERS    OF     THE     COMMISSION 

23  Sec.  5.   (a)  The  Commission  or  on  the  authorization  of 

24  the  Commission,  any  subcommittee  or  members  thereof,  may, 

25  for  the  purpose  of  carrying  out  the  provisions  of  this  joint 
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1  resolution,  hold  such  hearings,  take  such  testimony,  and  sit 

2  and  act  at  such  times  and  places  as  the  Commission  deems 

3  advisable.  Any  member  authorized  by  the  Commission  may 

4  administer  oaths  or  affirmations  to  witnesses  appearing  before 

5  the  Commission,  or  any  subcommittee  or  members  thereof. 

6  (b)    Each  department,  agency,  and  instrumentality  of 

7  the  executive  branch  of  the  Government,   including  inde- 

8  pendent  agencies,  is  authorized  and  directed,  to  the  extent 

9  permitted  by  law,  to  furnish  to  the  Commission,  upon  request 
10  made  by  the  Chairman  or  Vice  Chairman,  such  information 
H  as  the  Commission  deems  necessary  to  carry  out  its  functions 
1^  under  this  joint  resolution. 

1-3  (c)    Subject  to  such  rules  and  regulations  as  may  be 

14  adopted  by  the  Commission,  the  Chairman  shall  have  the 

15  power  to — 

16  ( 1 )   appoint  and  fix  the  compensation  of  an  execu- 

17  tive  director,  and  such  additional  staff  personnel  as  he 

18  deems  necessary,  without  regard  to  the  provisions  of 

19  title  5,  United  States  Code,  governing  appointments  in 

20  the  competitive  service,  and  without  regard  to  the  provi- 

21  sions  of  chapter  51  and  subchapter  III  of  chapter  53  of 

22  such  title  relating  to  classification  and  General  Schedule 

23  pay  rates,  but  at  rates  not  in  excess  of  the  maximum  rate 

24  for  GS-18  of  the  General  Schedule  under  section  5332 

25  of  such  title,  and 
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1  (2)   procure  temporary  and  intermittent  services  to 

2  the  same  extent  as  is  authorized  by  section  3109  of  title 

3  5,  United  States  Code,  but  at  daily  rates  for  individuals 

4  not  in  excess  of  the  maximum  daily  rate  for  GS-18  of 

5  the  General  Schedule  under  section  5332  of  such  title. 

6  (d)   The  Commission  is  authorized  to  enter  into  con- 

7  tracts  with  Federal  or  State  agencies,  private  firms,  institu- 

8  tions,  and  individuals  for  the  conduct  of  research  or  surveys, 

9  the  preparation  of  reports,  and  other  activities  necessary  to 

10  the  discharge  of  its  duties. 

11  COMPENSATION  OF  MEMBERS 

12  Sec.  6.  Members  of  the  Commission   (other  than  mem- 
1**  bers  who  are  officers  or  employees  of  the  Federal  Govern- 

14  ment)    shall  receive  compensation  for  each  day  they  are 

15  engaged  in  the  performance  of  their  duties  as  members  of 

16  the  Commission  at  the  rate  prescribed  for  positions  at  level  II 

17  of  the  executive  pay  schedule  in  section  5313  of  title  5, 

18  United  States  Code.  Members  of  the  Commission  who  are 

19  officers  or  employees  of  the  Federal  Government  shall  receive 

20  no  additional  pay  on  account  of  their  services  on  the  Com- 

21  mission.  All  members  of  the  Commission  shall  be  entitled 

22  to  reimbursement  for  travel,  subsistence,  and  other  necessary 

23  expenses  incurred  by  them  in  the  performance  of  their  duties 

24  as  members  of  the  Commission. 
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1  APPKOPEIATIONS  AUTHORIZED 

2  Sec.  7.  For  the  purpose  of  carrying  out  this  joint  reso- 

3  lution,  there  are  authorized  to  be  appropriated  such  sums 

4  as  may  be  necessary,  but  not  to  exceed  $1,000,000  for  each 

5  of  the  two  years  during  which  the  Commission  shall  serve. 

6  TERMINATION 

7  Sec.  8.  On  the  ninetieth  day  after  the  date  of  sub- 

8  mission  of  its  final  report  to  the  President  and  the  Congress, 

9  the  Commission  shall  cease  to  exist. 
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Senator  Kennedy.  Thank  you  very  much. 

The  first  panel  this  morning  consists  of  Anna  Burgess,  Monterey, 
Tenn. ;  Marcia  Greenberger,  Center  for  Law  and  Social  Policy, 
Washington,  D.C. ;  and  Nathan  Kase,  Yale  University  School  of 
Medicine. 

Miss  Burgess  is  a  participant  in  one  of  the  programs  we  are  ex- 
ploring this  morning.  She  will  be  able  to  offer  some  significant  testi- 
mony. 

Marsha  Greenberger  is  from  the  Center  for  Law  and  Social  Policy 
in  Washington,  and  recently  traveled  to  Tennessee  to  investigate  the 
way  Depo-Provera  is  being  used.  Dr.  Kane  is  chairman  of  the  obstet- 
rics and  gynecology  department  at  the  Yale  Medical  School.  He  too, 
went  to  Tennessee  to  study  the  patterns  of  practice  with  Depo-Provera. 

We  want  to  welcome  you  very  much.  You  are  among  friends,  and 
we  are  looking  forward  to  hearing  from  you  this  morning. 

We  want  to  thank  you  very  much  for  coming,  Marsha.  Do  you  want 
to  lead  off? 

STATEMENT  OF  ANNA  BURGESS,  MONTEREY,  TENN.;  MARCIA 
GREENBERGER,  CENTER  FOR  LAW  AND  SOCIAL  POLICY,  WASH- 
INGTON, D.C.;  AND  NATHAN  KASE,  M.D.,  YALE  UNIVERSITY 
SCHOOL  OF  MEDICINE,  A  PANEL 

Ms.  Greenberger.  On  January  18,  1973,  Dr.  Nathan  Kase  and  I 
went  to  Cumberland  County,  Tenn.  We  spoke  with  five  women  who 
had  received  the  injection  of  a  drug  given  to  prevent  pregnancy, 
and  a  sixth  who  had  been  advised  of  its  availability.  All  of  the  women 
went  to  the  Family  Planning  Clinic  of  the  Cumberland  County  Health 
Department  for  advice  and  help  with  birth  control.  From  their  de- 
scriptions, *it  seemed  that  the  drug  was  Depo-Provera,  manufactured 
by  Upjohn  Company. 

At  the  time  that  the  interviews  were  conducted,  we  did  not  know 
whether  these  women  were  receiving  the  drug  as  part  of  an  investiga- 
tion approved  by  FDA,  or  whether  the  drug  was  being  prescribed 
by  a  physician  acting  under  his  authority  with  or  without  the  knowl- 
edge of  Upjohn.  However,  we  attempted  to  determine  whether  these 
women  received  the  drug  under  conditions  which  would  meet  the  pro- 
fessional standards  established  by  the  FDA  for  approved  investiga- 
tions, and  it  is  my  conclusion  that  these  women  did  not  for  the  fol- 
lowing reasons: 

(1)  The  informed  consent  of  these  women  was  not  obtained  before 
the  drug  was  administered.  None  of  the  women  were  told  that  FDA 
has  not  approved  Depo-Provera  for  use  as  a  contraceptive.  In  addi- 
tion, all  of  the  dangers  and  risks  involved  with  the  drug's  use  were 
not  fully  discussed.  Finally,  the  women  were  not  given  adequate  ex- 
planation of  the  alternative  methods  of  birth  control  which  were 
available. 

We  showed  the  women  a  consent  form  sent  by  Upjohn  to  its  investi- 
gators concerning  Depo-Provera  for  contraception.  None  had  seen  the 
form  before.  In  addition,  they  said  that  they  saw  nothing  resembling 
the  form,  and  did  not  remember  signing  any  form  concerning  Depo- 
Provera  at  all. 
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(2)  In  at  least  one  case,  the  consent  to  receive  the  drug  as  not 
freely  given.  Anna  Burgess,  who  is  here  today,  will  relate  her  experi- 
ences with  Depo-Provera.  It  is  my  belief  that  she  did  not  exercise  a 
free  choice  when  she  consented  to  receive  the  drug.  There  were  hints  of 
coercion  in  a  second  case  as  well.  This  woman  was  visited  repeatedly 
by  nurses  from  the  Family  Planning  Clinic  until  she  agreed  to  follow 
their  advice  and  use  Depo-Provera  for  contraception. 

(3)  Several  of  the  women  had  medical  problems  after  taking  the 
drug,  but  had  not  been  warned  that  such  side-effects  might  occur. 
Three  of  the  women  became  extremely  nervous  and  irritabli .  and 
two  also  had  headaches  and  backaches.  These  three  women  were  so 
bothered  by  their  nervous  state  that  they  went  to  their  private  doctors, 
rather  than  return  to  the  Family  Planning  Clinic,  for  help.  The  first 
women  eventually  had  a  tubal  ligation;  the  second  was  given  an  injec- 
tion to  neutralize  the  effects  of  Depo-Provera,  and  then  had  heavy 
bleeding,  dizziness  and  backaches;  the  third  bled  profusely  and  was 
hospitalized  four  times,  finally  for  a  tubal  ligation. 

The  last  two  women  reported  no  serious  problems  after  taking  Depo- 
Provera.  One  had  a  weight  gain,  skin  problems  and  eye  aches,  but 
she  was  content  to  continue  taking  the  drug  even  after  we  discussed 
the  warnings  contained  in  the  consent  form.  The  other  had  no  prob- 
lems with  the  drug  except  a  gain  in  weight.  She  was  concerned  about 
taking  Depo-Provera  once  she  learned  of  the  risks  involved,  but  was 
coufused  as  to  who  she  could  go  to  for  advice  about  the  best  method 
of  birth  control  for  her  particular  situation. 

(4)  Medical  treatment,  supervision  and  follow-up  given  these  wom- 
en seemed  to  be  inadequate.  Dr.  Kase  will  deal  with  these  issues.  Dr. 
Kase,  do  you  want  to  discuss  them  now  ? 

Dr.  Kase.  I  will  wait. 

Ms.  Greenberger.  Perhaps  at  this  point  it  might  be  best  if  Ms. 
Burgess  would  describe  her  experiences  with  the  drug. 

Ms.  Burgess.  In  July  of  1971,  I  was  called  into  the  welfare  office. 
The  welfare  lady  asked  me  if  I  had  signed  up  on  family  planning. 

Senator  Kennedy.  Would  you  pull  the  microphone  closer  to  you. 
You  have  come  a  long  way.  What  would  be  terribly  interesting,  if  you 
felt  comfortable,  is  for  you  to  tell  us  a  little  bit  about  how  you  came 
to  take  Depo-Provera.  Just  in  your  own  words,  if  you  felt  you  could, 
tell  us  about  visiting  the  clinic  and  what  happened  there. 

Ms.  Burgess.  Do  you  want  me  to  tell  it  in  my  own  words? 

Senator  Kennedy.  We  will  put  all  of  this  into  the  record.  Maybe 
you  could  tell  us  something  about  yourself. 

Ms.  Burgess.  My  name  is  Anna  Burgess.  I  was  born  September  11, 
1951.  I  live  in  a  three  room  house.  We  have  no  running  water,  no 
electricity. 

[Background  statement  of  Ms.  Burgess  follows :] 

Biography 

My  name  is  Anna  Burgess.  I  was  born  September  11,  1951.  I've  lived  in  a 
community  near  Crossville  all  my  life.  I  live  in  a  three  room  house  with  my 
mother,  two  brothers  and  my  21  month  old  son,  Roger.  We  have  no  running 
water  or  electricity.  We  light  with  a  kerosene  lamp  and  cook  and  heat  with 
a  wood  stove.  Before  we  had  a  well  drilled,  three  months  ago,  we  hauled  water 
from  a  stream.  The  only  income  we  live  from  is  my  welfare  check  ($99)  and 
the  commodities. 
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I  went  to  the  seventh  grade.  When  I  was  five  years  old  I  got  crippled  up. 
The  doctor  suggested  complete  bed  rest  for  a  year.  I  didn't  get  better,  so  my 
mother  took  me  to  different  doctors  and  they  sent  me  to  Knoxville.  After 
three  or  four  months,  they  said  I  had  infection  of  the  bone.  I  stayed  there  about 
11  months  altogether  the  first  time.  I  had  five  operations.  The  last  one  was  in 
1963. 

Ms.  Burgess.  In  July  of  1971,  I  was  called  to  the  welfare  office. 
The  welfare  lady  asked  me  if  I  had  signed  up  for  family  planning. 
I  was  not  on  it  then,  and  she  said  I  ought  to  be  taking  something  or 
other.  She  said  they'd  rather  feed  one  youngun  as  two.  She  made 
arrangements  for  me  to  go  to  the  health  departments  She  said  the  shot 
would  be  the  best  because  I  wouldn't  have  to  worry  about  forgetting 
it.  She  said  it  would  last  6-8  months.  I  didn't  go  the  first  two  times  she 
arranged  it  because  I  was  scared  a  little.  In  August  or  September  one, 
I  went  to  family  planning  at  the  health  department.  I  signed  up  with 
them,  that's  all  I  ever  signed.  I  sat  and  waited  a  while,  and  they  called 
me  into  a  back  room.  They  weighed  me,  took  my  blood  pressure  and 
asked  about  my  blood.  They  didn't  take  any  blood  because  my  baby 
wasn't  three  months  old  yet.  I  went  out  front  and  waited  a  few  minutes 
and  they  called  me  back  into  another  room.  A  nurse  who  I  don't  know 
told  me  to  take  my  clothes  off  and  put  a  paper  gown  on.  They  asked 
if  I'd  had  a  Pap  smear.  I  said  no.  The  doctor  took  one.  He  also  checked 
my  chest  with  a  stethescope.  Then  he  told  me  to  turn  on  my  left  side 
and  gave  me  the  shot.  My  hip  hurt  for  two  weeks.  The  next  month  I 
started  spotting  for  about  3  days.  They  had  told  me  I  would  have 
no  period  for  6-8  months.  I  started  getting  nervous,  not  acting  like 
myself.  I  went  to  a  private  doctor.  He  didn't  know  nothing  about 
the  shot.  He  called  the  health  department  and  then  he  gave  me  a  shot 
to  start  my  period,  but  he  said  he  didn't  know  if  it'd  work.  About  a 
week  later  my  period  started.  It  lasted  three  to  four  weeks.  I  passed 
about  a  pound  of  flesh.  The  welfare  called  me  in  for  another  interview 
and  asked  how  the  shot  was  working.  I  told  them  everything  that  had 
happened.  They  suggested  I  go  back  to  the  health  department  and  get 
the  coil  or  pills.  I  went  to  the  health  department  after  I  got  two  letters. 
My  blood  was  low,  so  they  gave  tonic.  This  happened  twice.  I  didn't 
take  all  the  tonic.  After  that,  I  got  tired  of  messing  with  them  and 
went  to  a  private  doctor. 

Senator  Kennedy.  You  took  the  drug.  Did  the  doctors  tell  you  at 
any  time  that  it  was  an  experimental  drug  ? 

Ms.  Burgess.  No,  they  did  not. 

Senator  Kennedy.  Did  the  doctors  tell  you  at  any  time  of  the  po- 
tential side-effects  of  the  drug? 

Ms.  Burgess.  No,  they  did  not.  They  did  not  tell  me  nothing,  except 
the  impression  it  was  safe. 

Senator  Kennedy.  They  told  you  it  was  perfectly  safe? 

Ms.  Burgess.  Right. 

Senator  Kennedy.  Do  you  feel  the  social  workers  were  pressuring 
you  to  take  the  drug  ? 

Ms.  Burgess.  If  it  had  not  been  for  them,  I  would  not  have  took  it. 
If  it  had  not  been  for  the  welfare  people,  I  would  not  have  taken  the 
stuff  in  the  first  place. 
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Senator  Kennedy.  Why  do  you  feel  they  wanted  you  to  take  the 

drug? 

Ms.  Burgess.  To  keep  from  having  another  child. 

Senator  Kennedy.  The  welfare  people  wanted  what? 

Ms.  Burgess.  They  wanted  me  to  take  the  birth  control  shot  so  there 
would  not  be  no  more  children. 

Senator  Kennedy.  They  were  urging  you  to  take  it  so  you  would 
not  have  any  more  children  ? 

Ms.  Burgess.  Eight. 

Senator  Kennedy.  And  you  felt  that  you  should  take  it  because 
of  their  suggestion. 

Ms.  Burgess.  Well,  it  seemed  the  way  I  took  it  was,  I  thought  they 
would  take  the  check  or  something. 

Senator  Kennedy.  I  am  sorry,  I  did  not  hear  you  ? 

Ms.  Burgess.  From  the  impression  I  got,  if  I  did  not  take  birth 
control,  they  would  take  the  check. 

Senator  Kennedy.  If  you  did  not  take  the  Depo-provera  they  were 
perhaps  going  to  threaten  your  assistance  program? 

Ms.  Burgess.  In  a  way,  because  they  said  they  would  rather  pay  one 
child  as  two. 

Senator  Kennedy.  Maybe  you  could  tell  us  again  what  you  feared. 
If  you  did  not  take  the  drug,  what  did  you  think  might  happen  to 
you? 

Ms.  Burgess.  I  thought  they  would  take  my  check  at  that  time.  At 
that  time  I  could  not  work  and  take  care  of  the  baby 

Senator  Kennedy.  Take  your  check  away  ? 

Ms.  Burgess.  That  is  what  I  thought  they  would  do  if  I  did  not  take 
the  birth  control  that  they  suggested. 

Senator  Kennedy.  They  urged  you  to  take  it,  and  they  did  not  indi- 
cate to  you  that  it  was  an  experimental  drug,  that  it  has  any  dangerous 
side-effects  ? 

Ms.  Burgess.  They  did  not. 

Senator  Kennedy.  Did  you  consider  going  to  your  own  doctor  or 
private  doctor? 

Ms.  Burgess.  At  the  time  I  did  not  have  the  money  to  go  to  my  own 
doctor. 

Senator  Kennedy.  You  did  not  have  a  doctor? 

Ms.  Burgess.  I  had  a  doctor,  but  I  did  not  have  the  money  to  go 
to  one. 

Senator  Kennedy.  You  did  not  have  the  money  to  go  to  your 
private  doctor? 

Ms.  Burgess.  Right. 

Senator  Kennedy.  So  even  though  you  felt  that  you  wanted  to  go, 
and  even  though  you  had  a  doctor,  because  you  did  not  have  the  money 
to  go  to  the  doctor,  you  did  not  go.  Is  that  right? 

Ms.  Burgess.  Did  not  go  to  the  doctor  for  quite  a  while  after. 

Senator  Kennedy.  How  much  would  it  cost  for  a  doctor's  visit? 

Ms.  Burgess.  Ten  or  twelve  dollars. 

Senator  Kennedy.  Is  that  a  lot  of  money? 

Ms.  Burgess.  It  was  for  us. 

Senator  Kennedy.  It  is  for  a  lot  of  people. 

Did  you  feel  that  you  were  well  treated  at  the  family  planning 
center  ? 
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Ms.  Burgess.  Not  really. 

Senator  Kennedy.  Would  you  go  back  there  for  any  further 
treatment  ? 

Ms.  Burgess.  Not  for  myself,  but  I  took  my  baby  for  his  health 
shots. 

Senator  Kennedy.  You  would  not  go  for  your  own  health  reasons, 
but  you  brought  the  baby  back  to  get  some  shots,  is  that  right? 

Ms.  Burgess.  That  is  right. 

Senator  Kennedy.  Would  you  tell  us  about  the  impact  the  drug 
had  on  you? 

Ms.  Burgess.  I  could  not  stand  my  own  self  and  could  not  stand 
to  hear  the  baby  cry.  If  anybody  comes  in,  and  company  comes  in.  I 
would  have  to  walk  off  and  leave  them  to  keep  from  talking  to  them. 

About  a  month  later  I  started  spotting.  Then  I  went  to  a  private 
doctor  and  asked  him  to  give  me  a  shot  to  start  my  period,  and  he  said 
he  did  not  know  whether  it  would  work  or  not,  he  would  call  the 
health  department  and  find  out  about  the  shot,  because  he  said  he 
did  not  know  about  that. 

After  that,  my  period  started  and  I  bled  for  about  three  or  four 
weeks  and  passed  a  half  a  pound  of  flesh  and  still  bled  for  quite  a  while. 

I  finally  went  to  my  own  doctor. 

Senator  Kennedy.  Did  I  understand  you  correctly  that  when  you 
did  go  to  your  doctor  you  mentioned  this  to  him,  but  he  had  never 
heard  of  the  drug? 

Ms.  Burgess.  That  is  right.  He  had  never  heard  of  it. 

Senator  Kennedy.  Now,  if  you  can  just  tell  me  again  the  effect  of 
the  drug  on  your  personality.  You  felt  it  made  you  more  nervous? 

Ms.  Burgess.  I  was  so  nervous  I  couldn't  stand  nothing. 

Senator  Kennedy.  After  you  took  the  drug? 

Ms.  Burgess.  After  I  took  it.  I  stand  around  and  hear  my  baby 
crying — I  couldn't  stand  to  hear  the  baby  cry  or  nothing  else. 

Senator  Kennedy.  And  before  taking  the  drug 

Ms.  Burgess.  I  didn't  have  no  trouble  at  all. 

Senator  Kennedy.  And  after  you  had  the  drug  ? 

Ms.  Burgess.  I  was  real  nervous  and  couldn't  stand  myself  and  no- 
body else  hardly. 

Senator  Kennedy.  Are  you  glad  you  took  the  drug  ? 

Ms.  Burgess.  No. 

Senator  Kennedy.  Is  it  difficult  for  you  and  your  friends  to  see  doc- 
tors where  you  live  ? 

Ms.  Burgess.  No.  I  have  got  medicaid  now,  and  from  the  welfare, 
and  I  could  see  a  doctor,  as  my  friends  and  all,  we  go  see  the  doctor 
whenever  they  need  to.  No  problem. 

Senator  Kennedy.  We  will  listen  now  to  Dr.  Kase ;  we  might  have 
a  few  more  questions  after  he  concludes. 

STATEMENT  OF  NATHAN  KASE,  M.D.,  CHAIRMAN  OF  DEPARTMENT 
OF  OBSTETRICS  AND  GYNECOLOGY,  YALE  UNIVERSITY  SCHOOL 
OF  MEDICINE,  NEW  HAVEN,  CONN. 

Dr.  Kase.  Mr.  Chairman  and  members  of  the  committee,  I  would 
like  to  describe  my  observations  derived  strictly  from  interviews  with 
six  patients  receiving  the  drug  in  Cumberland  County.  I  will  make 
some  suggestions  for  repair  of  the  difficulties  I  observed. 
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1.  An  injectable  contraceptive  drug,  presumably  Depo-Provera,  was 
prescribed  in  this  county  and  used  in  the  practice  of  medicine  not  as  an 
experimental  drug.  Informed  consent  was  not  obtained,  nor  was  an 
attempt  made  to  achieve  patient  awareness  or  acceptance  of  this  issue. 
In  particular,  the  potential  short  and  long  term  hazards  of  the  drug 
were  not  discussed  in  any  instance  studied. 

2.  On  the  basis  of  the  patients'  description  of  events,  the  routine 
safeguards,  consistent  with  good  medical  practice,  which  should  be 
applied  prior  to  initiating  any  therapy,  were  not  offered  to  these  pa- 
tients. Adequate  overall  care  prior  to,  during  or  subsequent  to  usage 
was  not  regularly,  predictablv  or  responsibly  available  or  achieved. 

3.  At  least  one  patient  studied  appears  to  have  been  coerced  or  felt 
coerced  by  her  welfare  agency  to  accept  a  birth  control  medication, 
preferably  Depo-Provera,  because  of  its  ease  and  certainty  of 
effectiveness. 

4.  According  to  a  brochure  describing  birth  control  possibilities 
available  for  distribution  to  all  clients  of  the  Cumberland  County 
Family  Planning  Clinic,  long  term  injectable  birth  control  is  described 
as  experimental  and  not  utilized. 

5.  Although  the  full  range  of  approved  birth  control  measures  ap- 
pear to  be  available  to  these  clients,  from  the  patients'  description  of 
events  it  appears  that  the  agency  in  question  regarded  institution  of 
contraception  in  any  form  as  its  primary  objective.  Little,  if  any, 
effort  was  expanded  to  achieve  individualized  methodology  application 
to  optimize  acceptance  or  to  cultivate  enthusiastic,  confident  patient 
usage. 

As  a  result,  local  folkways — that  is,  pronounced  fear  of  the  IUD — 
remained  unchallenged  by  any  educational  initiative  by  responsible 
authorities.  As  a  result,  options  short  of  sterilization  were  limited  and 
"escalation"  to  the  experimental  injection  quickly  gained  popular  in- 
terest and  use. 

6.  Professional  "feuding"  between  local  physicians  and  family  plan- 
ning authorities  has  led  to  contradiction  and  confusion  among  the 
patients  in  this  county.  Lack  of  unity,  sometimes  taking  the  form  of 
unethical  pronouncements  by  medical  people  in  the  area  has  fostered 
distrust  and  indecision  amongst  patients. 

Senator  Kennedy.  Do  you  wish  to  amplify  on  that,  Doctor? 

Dr.  Kase.  If  we  pursued  this  part  of  the  patient's  testimony  we 
would  have  found  examples:  What  have  you  done  to  yourself?  Why 
did  they  let  you  take  that  shot  ?  I  gathered  from  the  interviewees  that 
there  was  physician  concern  for  their  patients,  but  also  a  concern  for 
medical  priorities  that  individual  physicians  sought  to  assert  in  this 
county. 

Senator  Kennedy.  What  do  you  mean  by  that? 

Dr.  Kase.  I  think  that  there  was  an  element  of  intrusion  on  the 
physicians  in  the  county  by  the  health  department  clinic,  and  that  led 
to  reactions  in  the  form  of  anxiety-producing  comments  which  per- 
vade all  of  these  interviews.  Patients  related  anxiety  that  could  have 
only  come  from  the  physician  provocation. 

Senator  Kennedy.  Let  me  expand  on  that.  What  sort  of  anxiety  ? 

Dr.  Kase.  No;  medical  anxiety;  physical  damage;  potential  un- 
stipulated side  effects. 
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The  alternatives  offered  were  sterilization  or  classic  medications' 
that  had  not  worked  or  were  not  used  properly  because  of  poor  educa- 
tion and  direction  by  all  physicians. 

Senator  Kennedy.  You  mean  they  offered  either  sterilization  or  this 
or  that  drug? 

Dr.  Kase.  There  were  very  limited  alternatives,  either  IUD  or 
sterilization,  based  upon  my  observations  of  the  six  interviewees. 

Senator  Kennedy.  Are  these  valid  alternatives  ? 

Dr.  Kase.  The  alternatives  should  be  multiple.  The  important 
thing  is  the  patient  has  to  be  informed  to  make  an  individualized 
choice.  That  was  not  accomplished  by  either  authority  in  this 
community. 

Ms.  Greenberger.  If  I  may  interrupt  for  a  moment  to  illustrate  the 
point  Dr.  Kase  was  making,  in  one  case  a  woman  was  visited  by  the 
public  health  department  nurses  and  told  she  should  receive  injections 
of  Depo-Provera.  One  nurse  told  her  to  go  to  a  private  physician  and 
get  a  general  prescription  allowing  her  to  receive  a  birth  control  device. 
She  was  to  bring  the  prescription  to  the  clinic  and  then  she  would  re- 
ceive the  injection. 

The  patient  responded  to  the  nurses  that  her  doctor  did  not  take 
kindly  to  the  public  family  planning  clinic,  and  therefore  she  did  not 
think  he  would  give  her  such  a  prescription.  One  of  the  nurses  replied 
that  her  husband  was  a  physician,  and  that  he  would  give  the  woman 
the  prescription  that  was  needed.  That  is  the  way  in  which  this  woman 
came  to  take  the  injection. 

Dr.  Kase.  Senator,  this  appears  to  be  a  factor  in  thwarting  any  pos- 
sibility of  mounting  a  carefully  community-wide  family  planning  ef- 
fort to  aid  a  most  needy  and  otherwise  accepting  target  population. 
There  was  disorganization. 

Now,  if  I  may,  I  have  some  suggestions  and  some  ideas  based  upon 
these  interviews. 

First  of  all,  as  well  known  to  you,  the  Cumberland  County  use  of 
Depo-Provera  for  contraceptive  purposes  is  not  an  isolated  nonap- 
proved  use  of  this  drug.  As  a  contraceptive  agent  or  as  an  agent  for 
control  of  menstrual  irregularity  and  flow,  this  drug  is  widely  used  in 
this  country,  contrary  to  its  narrow  approved  uses  in  endometriosis 
and  endometrial  carcinoma. 

Senator  Kennedy.  Dr.  Edwards  indicated  he  would  have  a  very 
deep  concern  if  this  practice  was  widespread.  You  claim  that  it  is 
widespread.  On  what  do  you  base  your  statement? 

Dr.  Kase.  Direct  observation  and  conversations  with  colleagues 
throughout  the  country. 

This  drug  has  been  in  this  nonapproved  available  limbo  for  a  very 
long  time.  I  would  like  to  make  some  suggestions  in  a  moment  to  limit 
that  prolonged  availability. 

Senator  Kennedy.  Before  you  do,  is  it  your  impression,  based  upon 
your  study  or  conversations  with  colleagues,  that  it  is  usually  the  poor 
and  the  uneducated  who  are  most  likely  to  be  victims  of  these  experi- 
mental therapies? 

Dr.  Kase.  No  ;  not  exclusively,  surely. 

Senator  Kennedy.  I  did  not  say  exclusively. 

Dr.  Kase.  The  majority  of  patients  are  patients  who  choose  a  non- 
mechanical,  non-scheduled  contraceptive  method. 
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Senator  Kennedy.  What  group  of  our  population  use  these 
methods  ? 

Dr.  Kase.  The  uneducated  and  the  poor. 

Senator  Kennedy.  Then  let  us  go  back  to  the  previous  question. 
Would  you  say  that  they  are  more  likely  to  be  given  the  experimental 
therapies  than  others  in  our  population  ? 

Dr.  Kase.  They  are  likely  to  choose  it,  sir.  In  most  instances  they 
are  not  likely  to  be  given  it  as  primary  medication. 

Senator  Kennedy.  Why  are  they  most  likely  to  choose  it?  Is  that 
the  most  comfortable  method  ?  Is  it  the  safest  ? 

Dr.  Kase.  I  think  it  is  neither  the  most  comfortable  nor  the  safest, 
but  it  is  easier. 

Senator  Kennedy.  Easier  for  whom  ? 

Dr.  Kase.  For  the  patient  in  terms  of  administration.  A  single  in- 
jection every  three  months  is  an  appealing  element  to  this  drug,  and  it 
is  very  effective,  though  not  entirely  effective. 

It  surely  is  a  tertiary  drug  in  contraception,  well  below  the  intra- 
uterine device. 

Then  if  I  may  enlarge  on  that  point,  the  particular  patient  popula- 
tion that  might  use  Depo-Provera  is  generally  given  birth  control 
advice  and  direction  in  county  facilities  such  as  this,  populated  by 
physicians,  generally  volunteers,  who  spend  long  hours  seeing  large 
numbers  of  patients. 

As  the  hours  and  patients  mount,  the  degree  of  individualized  care 
that  is  given  does  decrease,  so  the  chances  of  unprepared  side-effects — 
the  patient  is  uneducated,  unprepared  for  those — leads  to  the  esca- 
lation of  the  side  effects  and  need  for  different  medications. 

Senator  Kennedy.  Why  are  there  not  more  health  personnel  out  in 
those  communities? 

Dr.  Kase.  That  is  the  difficulty  with  the  entire  structure  and  orga- 
nization of  both  our  profession  as  well  as  how  we  educate  these 
professionals. 

Senator  Kennedy.  Is  it  one  of  financing,  too? 

Dr.  Kase.  Financing  is  a  part  of  the  issue.  I  think  it  has  been  an 
obsession  for  some.  It  is  not  the  exclusive  issue. 

The  cost  of  care  is  important,  but  there  are  elements  to  getting 
the  kind  of  person  to  offer  care  and  so  forth. 

If  I  may  proceed,  I  would  like  to  offer  some  suggestions  to  relieve 
this  problem. 

Senator  Kennedy.  Yes. 

Dr.  Kase.  I  think  this  nonapproved  use  arises  from  several  factors, 
including : 

The  dosage  range  for  an  approved  indication  is  similar  to  non- 
approved  or  experimental  applications. 

The  results  of  experimental  uses  are  excellent  and  widely  publicized 
by  physician-investigators  in  professional  journals,  lay  press,  pro- 
fessional meetings. 

Until  very  recently,  October,  1972.  package  inserts  and  other  physi- 
cian guidelines — such  as  the  PDR — did  not  indicate  which  uses  of  the 
drug  were  experimental  and  nonapproved. 

Senator  Nelson.  I  did  not  understand  that.  Are  you  saying  not  until 
October,  1972  did  the  package  insert  give  the  indications  for  use  ? 


64 

Dr.  Kase.  No  ;  gave  the  instances  wherein  the  drug  was  used  for  ex- 
perimental purposes,  and  not  to  be  used  for  general  use.  Only  in  the 
most  recent,  in  October,  1972,  was  that  package  insert  addition  made. 

Senator  Nelson.  The  package  insert  has  always  stated  what  the  ap- 
proved indications  were  for  its  use ;  is  that  right  ? 

Dr.  Kase.  Eight. 

Senator  Nelson.  Then  you  say  in  October  1972  what  was  added  ? 

Dr.  Kase.  They  added  the  nonapproved  use ;  what  should  not  be — 
this  drug  should  not  be  applied  in  this  instance,  and  as  a  contraceptive 
drug. 

Senator  Nelson.  Why  was  that  done  ? 

Dr.  Kase.  I  would  not  care  to  comment.  I  do  not  know  the  com- 
plete explanation,  and  I  would  not  offer  part  of  it. 

Senator  Nelson.  This  was  an  additional  requirement  by  the  Food 
and  Drug  Administration,  I  take  it  ? 

Dr.  Kase.  I  have  the  insert  with  me,  sir.  If  I  may — if  this  answers 
your  question. 

Under  Warnings  it  says :  Item  No.  3.  Use  of  Depo-Provera  for  con- 
traception is  under  investigation.  Since  there  are  unresolved  ques- 
tions relating  to  its  safety,  for  purposes  of  contraception  this  is  not 
an  approved  indication  for  its  use. 

I  was  mentioning  a  lack  of  distribution  control  so,  to  return  to  my 
statement,  apparent  lack  of  availability  restrictions  and  distribution 
control  by  manufacturers,  distributors,  and  pharmacists  allow  ex- 
cess, nonapproved  usage  to  go  unmonitored. 

The  persisting  and  unfilled  demand  for  a  "perfect"  contraceptive, 
applicable  and  acceptable  to  a  large  segment  of  our  population  that 
is  poor,  uneducated,  intimidated  by  authority  or  disdainful  of  that 
authority,  has  led  to  use  of  nonapproved  techniques  where  the  ap- 
peal of  effectiveness  takes  precedence  over  insured  safety  implicit  in 
FDA  approval. 

Even  in  patients  competent  to  perceive  options  and  develop  their 
personal  priorities  regarding  effectiveness  and  safety  these  judgments 
are  modified  or  reversed  when  issues  such  as  family  size,  poverty, 
sexuality,  sterility  and  abortion  supervene.  Even  after  reading  the 
Depo-Provera  consent  form  which  describes  the  possibility  of  can- 
cer, long  term  infertility  and  the  like,  one  patient  surveyed,  who 
knew  she  had  a  breast  problem,  and  who  did  want  more  children 
but  whose  husband  does  not  work,  chose  to  continue  on  this  medica- 
tion. 

Suggestions  to  avoid  future  experimental  drug  misuse  and  reduce 
approved  drug  abuse : 

1.  Review  FDA  procedures  controlling  clinical  trials,  particularly  in 
mechanisms  for  limitation  of  distribution  and  availability  of  experi- 
mental drugs  approved  for  one  use  but  not  approved  for  another; 

2.  Package  inserts  concerning  drugs  approved  for  some  use  but  ex- 
perimental for  other  uses  should  clearly  stipulate  these  restrictions. 

As  I  have  noted,  this  just  became  available  in  Depo-Provera  in 
1972,  in  October  of  1972.  I  have  no  idea  whether  this  applies  to  all 
drugs. 

3.  Commerciallv  produced  and  widely  used  references  (such  as  the 
PDR)  should  follow  the  same  (as  in  2  above)  stipulations,  citing 
both  approved  and  still  experimental  uses  for  a  particular  drug. 
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4.  Based  on  phase  II  testing  results,  phase  III  consent  forms  should 
be  drug  specific  and  the  consent  obtained  should  be  in  written  form. 

My  fourth  suggestion:  A  package  insert  should  be  required  for 
patient  use  and  information  for  all  prescription  drugs  clearly  stat- 
ing the  indications,  contraindications,  hazards  and  usual  dosage.  This 
will  enable  some  degree  of  patient  edification  and  consent  prior  to 
purchase  or  use  of  any  drug.  I  appeal  that  it  be  written  in  layman's 
language.  The  FDA  inserts  are  difficult.  Doctors  do  not  tend  to  read 
them  thoroughly. 

My  fifth  suggestion:  Wherever  possible  medications  should  be 
packaged  in  the  quantities  accepted  by  authoritative  medical  man- 
agement procedures  rather  than  in  arbitrary  volumes  or  numbers.  This 
will  insure  proper  dosage  and  duration  of  most  common  therapies. 

Because  Depo-Provera  was  prolonged  in  its  phase  III  testing,  and 
availability  came  through  the  back  door,  may  I  suggest  that  the  FDA 
combined  with  knowledgeable  representatives  from  industry  and  the 
profession  should  initiate  prospective,  continued  drug  testing  studies 
in  questionable  areas  uncovered  during  phase  studies  and  toxicology 
after  approval.  Presumably,  this  could  shorten  drug  approval  time, 
diminish  nonapproval  use,  but  provide  continuous,  well-controlled, 
more  easily  monitored  drug  surveillance. 

Finally,  although  these  suggestions  undoubtedly  would  diminish 
the  problem  associated  with  general  drug  use  in  this  country,  in  my 
opinion,  they  are  peripheral  to  the  basic  issue  at  hand,  that  is,  the 
rapidly  deteriorating  quality  of  the  interaction  between  patient  and 
his  or  her  physician. 

Careful  evaluation  of  the  organization  and  structure  of  medical 
care,  by  the  profession,  as  well  as  by  public  and  private  resources,  is 
essential.  In  addition  to  the  concern  over  the  cost  of  care,  attention 
must  be  paid  to  the  quality,  distribution  and  the  types  of  professionals 
involved  in  medical  care  systems. 

I  might  add  that  as  a  professional,  not  just  as  an  academician,  the 
Federal  budget  proposal  would  only  increase  the  difficulties  of  which 
Depo-Provera  is  only  the  tip  of  the  iceberg.  It  will  in  many  ways 
make  our  problems  and  our  patients'  problems  far  worse. 

If  you  wish,  I  would  like  to  expand  upon  that  question. 

Senator  Kennedy.  You  talk  about  these  declining  relationships  be- 
tween the  doctor  and  the  patient.  Why  are  are  they  important,  and  why 
are  they  declining? 

Dr.  Kase.  Why  is  it  declining?  I  am  not  sure  I  can  cite  all  the  rea- 
sons. I  do  not  know  that  I  know  them  or  that  anyone  knows  them. 

I  think  that  part  of  the  issue  is  that  there  are  not  enough  health 
professionals  available.  There  are,  furthermore,  within  the  health 
professions  limited  access  and  replenishment  of  knowledge,  so  that 
physicians  are  increasingly  threatened  as  new  information  appears 
and  as  they  get  further  behind. 

The  attention  to  cost,  the  involvement  in  the  financial  sphere  of 
an  otherwise  professional  relationship  I  think  clouds  the  issue.  Money 
has  become  a  factor  in  how  much  time,  how  available  the  physician  is, 
when  he  is  available,  and  under  what  circumstances. 

I  think  there  has  been  a  preoccupation  furthermore  with  just  churn- 
ing— I  mean  just  churning — out  large  numbers  of  quickly  trained  up- 
to-the-minute  physicians,  but  for  next  minute  their  education  falls 
short  of  need. 
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We  need  a  very  general  reappraisal,  if  I  might  suggest,  of  the  kinds 
of  educated  people  we  accept  into  the  health  profession.  I  can  see 
fewer  physicians  and  more  health  professionals  of  assistant  and  physi- 
cian associate  level. 

At  our  school  we  are  seriously  considering  a  nondoctorate  degree 
for  a  health  professional,  an  individual  who  comes  from  a  community, 
who  lives  and  remains  in  that  community,  who  is  employed  and  not 
"voluntary."  It  may  be  that  his  whole  professional  object  will  be  re- 
stricted to  offering  contraceptive  care  and  family  planning. 

Senator  Kennedy.  Doctor,  to  what  extent  are  experimental  drugs 
commonly  used  ? 

Dr.  Kase.  It  is  very  limited.  I  think  we  have  heard  of  two  examples 
where  there  has  been  excessive  use  today. 

Senator  Kennedy.  You  call  it  excessive  use. 

Dr.  Kase.  Thank  you  for  correcting  me.  I  would  say  "experimental 
use."  In  both  instances  there  are  specific  uses. 

Senator  Kennedy.  You  said  "widespread  use"  before  of  Depo- 
Provera. 

Dr.  Kase.  I  think  "widespread"  implies  just  distribution.  "Excess" 
implies  poor  use.  However,  I  meant  it  in  that  context. 

I  think  drugs  are  made  available  in  the  manner  that  Depo-Provera 
is  and  as  a  result  used  very  widely.  However,  I  think  when  one  con- 
siders the  total  therapeutics  of  this  Nation,  this  is  a  small  matter.  How- 
ever, it  is  not  insignificant  to  the  patient  who  receives  the  drugs,  surely 
Finally,  there  are  sufficient  abuses  in  approved  drugs. 

Senator  Kennedy.  Marcia,  we  interrupted  your  testimony  to  let 
the  others  present  testify.  Would  you  like  to  continue  your  statement, 
and  conclude  it  ?  Then  we  will  come  back. 

Ms.  Greenberger.  Fine.  I  had  some  additional  information  as  to 
the  use  of  Depo-Provera  for  contraceptive  purposes  aside  from  the 
interviews  that  Dr.  Kase  and  I  had  with  the  women  in  Cumberland 
County,  Tenn. 

I  learned  that  Arlington  Hospital  and  School,  which  I  understand 
is  a  facility  of  the  State  of  Tennessee  for  the  mentally  retarded  near 
Memphis,  is  also  prescribing  Depo-Provera  for  contraception.  The 
information  that  I  have  concerning  the  use  of  the  drug  in  this  institu- 
tion is  mainly  based  upon  a  telephone  conversation  that  I  had  on 
January  31,  1973,  with  Dr.  Edward  Mogan,  a  physican  associated 
with  Arlington.  Dr.  Mogan  stated  that  Arlington  began  to  give  Depo- 
Provera  to  women  of  childbearing  age  in  1969,  and  continues  to  do 
so  at  the  present  time.  He  said  that  250  female  residents  are  receiving 
the  drug,  and  that  it  is  being  given  with  two  purposes  in  mind — 
contraception  and  the  prevention  of  menstruation. 

I  mentioned  to  Dr.  Mogan  that  it  was  my  understanding  that  Depo- 
Provera  was  not  approved  by  FDA  for  use  as  a  contraceptive.  Dr. 
Mogan  thought  that  I  was  mistaken  and  explained  that  Arlington  had 
no  trouble  in  obtaining  the  drug.  He  added  that  many  private  phvsi- 
cians  in  that  part  of  Tennessee  were  prescribing  the  drusj  for  birth 
control  and  that  Memphis  and  Shelby  Countv  Public  Health  Depart- 
ments were  using  it  as  a  supplement  to  the  pill. 

I  believe  that  it  should  be  determined  whether  the  female  residents 
of  Arlington  received  Depo-Provera  under  conditions  which  would 
have  been  approved  by  FDA : 
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(1)  Was  informed  and  voluntary  consent  given  by  the  legal  guard- 
ians of  the  female  residents  or  of  the  women  themselves?  According 
to  Dr.  Mogan,  in  the  first  year  all  of  the  guardians  were  told  of 
the  drug's  proposed  use  and  most  signed  consent  forms.  After  the  first 
year,  Arlington  discontinued  the  requirement  of  signed  consent  forms 
but  discussion  groups  are  still  held  to  inform  the  guardians  of  the 
use  of  the  drug. 

Dr.  Mogan  said  that  the  majority  of  residents  at  Arlington  are  in- 
digent. Given  the  lack  of  options  available  to  the  poor,  it  should  be 
determined  whether  the  guardians  felt  free  to  refuse  permission  for 
the  use  of  the  drug.  It  should  also  be  determined  whether  the  guard- 
ians knew  of  the  drug's  experimental  status  and  the  risks  involved 
in  its  use.  Finally,  it  should  be  determined  whether  less  drastic  alter- 
natives were  presented  to  the  guardians  to  consider. 

(2)  I  wonder  whether  the  female  residents  were  given  adequate 
medical  treatment,  supervision,  and  followup?  Dr.  Mogan  said  that 
the  medical  followup  given  these  women  is  not  of  the  standard  usually 
found  in  a  university,  but  he  feels  that  the  drug  has  been  prescribed 
successfully  during  the  last  4  years  with  no  serious  problems. 

Dr.  Mogan  said  that  before  Arlington  began  to  use  Depo-Provera, 
consultations  were  held  with  Dr.  Stewart  Fish  of  the  department  of 
obstetrics  and  gynecology  at  the  University  of  Tennessee  School  of 
Medicine,  and  with  Dr.  Leonard  Brooks,  who  was  the  family  planning 
clinic  physician  for  five  counties  near  Arlington. 

On  January  31,  1973,  I  spoke  with  Dr.  Fish  by  telephone  and  he 
confirmed  that  he  had  recommended  that  Arlington  use  Depo-Provera. 
He  added  that  the  drug  is  not  used  in  the  family  planning  clinic  of 
the  University  of  Tennessee,  but  that  under  certain  relatively  infre- 
quent circumstances,  it  is  given  in  the  University  of  Tennessee  Hospital 
as  a  birth  control  device. 

On  February  5,  1973,  I  spoke  to  Dr.  Leonard  Brooks  by  telephone. 
He  left  Tennessee  this  past  September  and  is  now  located  in  Wash- 
ington, D.C.  Dr.  Brooks  stated  that  he  had  advised  Arlington  to  use 
Depo-Provera.  In  addition,  in  his  capacity  as  the  family  planning 
clinic  physician  for  five  counties  in  Tennessee,  he  prescribed  the  drug 
to  many  women  for  the  purpose  of  birth  control.  He  said  that  the 
Tennessee  Public  Health  Department  has  a  computer  printout  sheet 
indicating  that  between  1,000  and  1,500  women  are  given  Depo-Provera 
each  year  in  the  State. 

Finally,  Dr.  Brooks  said  that  during  the  period  that  he  was  in 
Tennessee,  he  approached  Upjohn  about  becoming  an  investigator 
of  the  use  of  Depo-Provera  for  contraception.  He  was  refused,  on  the 
grounds  that  the  company  did  not  want  to  incur  the  extra  expense  of 
an  additional  investigation  of  the  drug. 

Given  what  appears  to  be  the  widespread  use  of  Depo-Provera  for 
contraception  in  Tennessee  outside  of  FDA  approved  investigations,  a 
series  of  troubling  issues  arise. 

1.  Is  Depo-Provera  prescribed  in  Tennessee  according  to  sound  medi- 
cal practice  ?  There  are  broad  questions  about  the  quality  of  care  given 
these  women,  and  the  health  care  which  is  generally  provided  to  the 
poor  and  to  those  who  are  institutionalized.  I  believe  that  Dr.  Kase 
will  address  this  issue. 
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2.  Does  Upjohn  have  any  legal  responsibility  for  the  widespread  use 
of  Depo-Provera  for  contraception  in  Tennessee?  If  Depo-Provera 
were  a  totally  new  drug  with  no  approved  uses,  Upjohn  would  have 
clear  responsibilities  regarding  its  use.  However,  Depo-Provera  is  an 
approved  drug  with  nonapproved  uses.  When  this  type  of  drug  is  at 
issue,  it  appears  that : 

a.  Upjohn  need  not  always  label  the  drug  with  warnings  of  its 
investigational  use. 

b.  Upjohn  need  not  record  the  uses  to  which  the  drug  is  put  outside 
of  its  own  investigations. 

c.  Upjohn  may  commercially  market  Depo-Provera  for  contracep- 
tion. 

FDA  has  proposed  regulations  dealing  with  approved  drugs  that 
have  nonapproved  uses.  The  effect  of  these  regulations  upon  Upjohn 
should  be  determined. 

3.  Does  the  law  provide  sanctions  against  the  Tennessee  physicians 
who  prescribe  Depo-Provera  for  contraception?  The  major  legal 
remedy  against  physicians  available  to  injured  patients  is  the  malprac- 
tice suit.  This  remedy  will  not  help  most  of  the  women  I  spoke  with  in 
Tennessee : 

a.  The  patients  must  know  that  such  a  remedy  exists. 

b.  Lawyers  must  be  available  to  represent  the  patient,  but  lawyers 
are  often  scarce  in  rural  and  poor  areas. 

c.  Generally,  the  patients  must  be  able  to  pay  the  attorneys.  Poor 
people  cannot  afford  lawyers'  fees,  and  a  contingency  fee  arrangement 
is  rarely  possible.  A  poor  person  who  is  injured  often  cannot  show 
substantial  monetary  injury  in  the  form  of  lost  wages  and  the  like — 
a  problem  which  is  especially  acute  for  women. 

d.  Courtroom  litigation  requires  making  public  very  private  prob- 
lems. Many  of  the  women  would  be  reluctant  to  publicize  their  injuries, 
for  fear  of  official  reprisals  and  out  of  a  sense  of  modesty. 

4.  What  other  safeguards  are  needed  to  adequately  protect  the  public 
with  regard  to  the  use  of  new  drugs  ? 

It  is  essential  that  a  drug's  nonapproved  uses  be  clearly  stated  in  all 
drug  inserts  and  advertisements.  Therefore,  drug  manufacturers 
should  be  required  to  attach  labels  to  each  drug  shipment  warning  of 
the  drug's  investigational  uses. 

In  addition,  drug  manufacturers  should  have  a  duty  to  maintain 
detailed  records  of  drugs  with  nonapproved  uses  so  that  possible 
misuses  could  be  detected. 

Finally,  patients  should  be  fully  informed  of  the  risks  involved 
in  suggested  treatment  as  a  general  matter,  but  especially  where  non- 
approved  drugs  are  involved.  Therefore,  drug  manufacturers  should 
be  required  to  provide  package  inserts  warning  of  the  risks  involved 
in  use,  to  be  given  to  all  patients  receiving  the  drug.  Also,  FDA 
should  have  the  jurisdiction  to  require  physicians  to  discuss  such 
warning  with  the  patient,  and  give  the  patient  the  insert  when  the 
drug  prescribed  is  not  packaged,  but  given  in  the  form  of  an  injection. 

Senator  Kennedy.  How  do  you  know  what  Upjohn  has  provided  ? 

Ms.  Greenberger.  It  is  my  understanding  that  Upjohn  is  the  only 
manufacturer  of  Depo-Provera. 

In  addition,  I  had  gotten  the  sense  from  Dr.  Brooks  that  Upjohn 
was  the  manufacturer  which  was  providing  the  drug  in  Tennessee. 
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I  certainly  do  not  have  any  indication  from  Upjohn  themselves  that 
they  were  providing  it. 

Finally,  I  have  seen  copies  of  consent  forms  which  are  prepared 
by  Upjohn  for  investigations  of  the  drug,  and  I  know  that  they  are 
certainly  manufacturing  it.  That  seems  to  be  clear. 

Senator  Kennedy.  Have  you  made  a  review  of  the  different  con- 
sent forms  provided  by  Upjohn  and  the  Arlington  Hospital?  Have 
you  seen  those  two  forms? 

Ms.  Greenberger.  I  have  seen  two  revised  forms  that  Upjohn  ap- 
parently provides  to  investigators  to  give  to  women  who  receive  the 
drug  for  contraceptive  purposes. 

Apparently  recently  the  form  was  revised  and  contains  more  strin- 
gent warnings  about  the  possibility  of  cancer.  Aside  from  that  there 
are  fairly  extensive  warnings  about  possible  sterility,  and  that  sort 
of  thing. 

Senator  Kennedy.  We  will  put  those  in  the  records  but,  as  I  under- 
stand it,  the  Upjohn  study  has  three  pages  of  consent  form,  and  the 
Arlington  Hospital  and  School  form  is  one  page.  I  would  like  these 
to  be  included  in  the  record. 

[The  consent  forms  referred  to  follow :] 
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REVISED  DEPO-PKOVERA  WRITTTS  INFORMED  CONSENT  IVSA 
TOR  CONTRACEITIVE  STUDIES 


IMPORTANT  NOTE:  This  i6  NOT  the  same  Informed  consent  form  that  you 

-6 i fined  before.   It  has  been  changed  to  bring  to  your  attention  that 

i  / 

breast  cancers  have  developed  in  some  beagle  dogs  undergoing  long- 
term  tests  with  injections  of  Depo-Provcra.  Please  read  it  carefully. 

This  is  to  certify  that.  I,   "• '"  ' ' *'«  »  •    ,  hereby 

agree  and  consent  to  receive  an  experimental  drug  called-  Dcpo-Provera  every 

three  months  under  the  care  and  supervision  of.  Dr.  m . 

I  understand  that  this  injection  will  be  given  to  me -in  an  attempt  to  keep  me 
from  becoming  pregnant.   I  have  been  told  that  tests  in  dogs  injected  with 
this  drug  showed  that  soae  of  them  developed  tumors  in  their  breasts.   Some 
of  these  tumors  were  cancer  and  spread  to  other  organs.   It  is  not  know->\ 
whether  or  not  similar  tumors  or  cancers  will  grow  in  my  breasts  after  receivr 
ing  the  drug. 

It  has  been  explained  to  me  that  there  are  available  other  non-cxperi- 
raental  methods  of  preventing  pregnancy  such  as  pills:  vaginal  creams,  jellies, 
foams,  diaphragms,  various  devices  which  are  inserted  into  my  womb  and  use  of 
a  rubber  (condom)  by  my  'lusband.   The  effectiveness  of  these  various  methods 
of  contraception,  as  well  as  the  advantages  and  disadvantages  of  each  method, 
has  been  explained  to  me.   Surgical  sterilization  of  myself  or  my  husband  ■ 
(along  with  its  risks,  advantages  and  disadvantages)  has  been  explained  to  me 
as  a  nonreversible  method  of  contraception.   I  have  also  been  told  of  the 
effectiveness  of  Depo-Provcra. 
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-2- 


I  have  read  end  understand  the  pamphlet  prepared  'by  the  American  h'cdical 

Association,  American  College  of  Obstetricians  and 'Gynecologists  and  the  Food 

•  .1 

end  Drug  Administration  informing  users  of  the  pill  about  the  possible  prob- 
lems which  a  woman  Bay  encounter  during  its  use.  I  understand  also  that 
Depo-Provcra  is  similar  to  the  pill  in  that  I  may  have  some  of  the  came, 
problems  occurring  that 'are  mentioned  in  the  pamphlet  such  as   blood  clots, 
tender  breasts,  nausea,  vomiting,  weight  gain,  weigh/:  loss,  spotty  darkening 
of  the  skin  of  the  face,  mental  depression,  elevated  levels  of  sugar  and 
fatty  substances  in  the  blood,  dizziness,  loss  of  hair,  increase  in  body 
hair  and  increased  or  decreased  se>:  drive. 

.  .   It  has  been  explained  to  me  that  it  is  quite  likely  that  I  will  have 
unexpected  vaginal  bleeding,  completely  irregular  menstrual  cycles  or  no 
menstrual  bleeding  at  all  ss   a  result  of  the  Depo-Provcra  injections.   I 
also  understand  that  tie  injections  may  have  some  effect  on  the  amount  of 
estrogenic  and  adrenal  hormones  produced  in  my  body  and  that  the  importance 
of  these  changes  is  still  being  investigated. 

1  understand,  also,  that  after  a  woman  stops  taking  Depo-Provera  there 
may  be  an  unpredictable  and  prolonged  delay  before  she  is  able  to  become 
pregnant  or  may  be  unable  to  become  pregnant  at  all.   Because  of  the  possi- 
bility of  an  occasional  case  of  permanent  sterility,  Depo-Provcra  should 
not  be  used  by  women  who  may  wish  to  have  another  baby  in  the  future. 

I  have  tricJ  all  other  kinds  of  birth  control'  methods  and  cannot  use 
them  or  I  refuse  to  use  all  other  kinds  of  birth  control  methods.  There- 
fore, I  hereby  volunteer  of  my  own  free  will  to  receive  injections  of  the 
experimental  birth.control  drug,  Depo-Provcra,  with  the  full  knowledge  and 
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understanding  that  it  produced  breast  tumors  and  cancer  in  some  dogs  and  it  it 
not  known  whether  similar  tu:;:ors  or  cancers  will  develop  in  my  breasts. 

I  understand  that  I  may  withdraw  ( from  this  investigational  study  of  the 
use  o£  Depo-Provera  lor  contraception  at  any  time. 


Signed; 


(Patient)  '(Date) 


Witnessed: 


.:•••• 

(Optional  on  Part  of  Investigator) 

» 

■ 

This  is  to  certify  that  I, 

,  husband 

1 

,  hereby  agree  and  consent 


to  have  my  wife  receive  injections  of  the  experimental  drug,  Depo-Provera, 
every  three  months.   It  has  been  explained  to  roe  that  my  wife  may  not  be  able 

r 

i   to  become  pregnant  after  discontinuing  Depo-Provera. 


Signed: 


(Patient's  Husband)  (Date) 

i  Witnessed: 
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ARLINGTON  HOSPITAL  AND  SCHOOL 
Arlington,  Tennessee 

PERMIT  FOR  DEPP  PROVERA  PROGRAM 

If  (father,  mother  or  legal 

guardian)  of , 

now  a  resident  of  Arlington  Hospital  and  School,  give  my 
permission  to  enter  her  into  the  program  designed  at 
Arlington  Hospital  and  School  to  use  depo  provera. 

This  drug  is  to  be  injected  every  three  months  for  the  pur- 
poses of  preventing  menstruation,  thereby  making  resident 
more  comfortable  and  to  lessen  nursing  care. 

A  second  purpose  is  that  of  preventing  pregnancy  in  the 
event  of  exposure. 


PARENT  OR  LEGAL  GUARDIAN 


RELATIONSHIP 


DATE 


;nm 
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Ms.  Greenberger.  Right.  I  just  recently  saw  the  consent  form 
from  Arlington,  I  had  not  seen  it  before.  That  is  why  I  questioned 
in  my  testimony  as  to  whether  during  the  discussions  held  with  the 
guardians  in  Arlington,  the  dangers  involved  in  the  use  of  the  drug 
were  discussed.  It  certainly  does  not  appear  that  they  were  from  the 
consent  form. 

Senator  Kennedy.  Anna  did  not  sign  anything  like  that? 

Ms.  Greenberger.  I  do  not  believe  that  she  did.  And,  none  of  the 
other  women  we  spoke  to  remembered  seeing  any  form  even  vaguely 
resembling  the  form  we  showed  them,  and  certainly  they  did  not  re- 
member signing  such  a  form. 

Senator  Kennedy.  Let  me  ask  you,  Marcia,  what  her  legal  rights 
are.  As  an  attorney,  what  are  Anna's  legal  rights  now  that  she  has  par- 
ticipated without  informed  consent?  You  are  a  lawyer  advising  her. 

Ms.  Greenberger.  I  have  not  reviewed  Ms.  Burgess'  case  specifi- 
cally, but  there  are  some  general  legal  principles  which  apply  to  this 
situation.  First  of  all,  I  assume,  as  the  FDA  assumes,  that  the  agency 
does  not  have  jurisdiction  over  the  use  of  the  drug  once  it  reaches  the 
pharmacy  and  is  prescribed  locally.  The  interstate  commerce  part  of 
the  action  stops;  and  therefore  there  is  no  general  FDA  regulation 
against  such  use  of  the  drug. 

I  have  questions  as  to  whether  Upjohn  has  any  responsibility  for 
the  manner  in  which  the  drug  was  used.  Apparently  the  FDA  does  not 
require  Upjohn  or  anyone  else  to  give  warnings  of  the  investigational 
use  of  the  drug  to  physicians  in  package  inserts  or  to  patients. 

Senator  Kennedy.  We  have  heard  the  testimony  of  an  individual 
who  has  taken  an  experimental  drug  without  her  consent.  What  are 
her  rights  ? 

Ms.  Greenberger.  I  would  think  that  her  basic  right  would  be  the 
malpractice  suit,  and  that  is  the  essential  remedy  which  the  law  pro- 
vides to  patients  at  this  point  in  time  who  feel  they  have  been  injured 
by  negligence  in  medical  practice. 

Senator  Kennedy.  Does  she  have  a  case  if  she  cannot  show  some 
kind  of  injury? 

Ms.  Greenberger.  She  does  not  have  any  case  at  all. 

Senator  Kennedy.  So  in  order  to  have  a  case,  you  really  have  to  be 
injured  by  experimental  drugs? 

Ms.  Greenberger.  You  have  to  be  hurt,  you  have  to  show  the  con- 
nection between  the  administration  of  the  drug  and  the  hurt,  and  you 
have  also  the  problem  of  whether  or  not  the  drug  would  be  considered 
generally  prescribed  for  treatment  in  that  area  of  the  country. 

I  wonder  in  Tennessee  how  a  judge  would  interpret  that  require- 
ment, given  the  fact  that  this  drug  is  widely  prescribed. 

Senator  Kennedy.  If  she  were  given  an  experimental  drug  which 
cannot  be  proven  to  have  done  injury  to  her,  she  does  not  have  a  case, 
does  she? 

Ms.  Greenberger.  That  is  right,  she  has  not. 

Senator  Kennedy.  She  only  has  a  case  if  she  is  injured! 

Ms.  Greenberger.  That  is  right.  The  law  requires  that  some  injury 
be  shown.  But  even  in  the  most  perfect  of  legal  situations  where  the 
connection  between  the  administration  of  the  drug  and  the  injury  can 
be  shown,  and  it  can  be  proven  that  the  physician  was  negligent  in 
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administering  the  drug,  I  still  question  whether  this  sort  of  mal- 
practice remedy  provides  any  sort  of  safeguard  to  a  woman  such  as 
Ms.  Burgess,  or  any  other  women  we  spoke  to  in  Tennessee. 

I  think  there  are  several  reasons  why  the  malpractice  suit  is  totally 
inadequate  as  a  remedy  when  we  are  dealing  with  poor  women  and 
poor  people  generally  in  the  population. 

First  of  all,  people  must  know  that  they  have  a  right  to  bring1  a  suit 
for  malpractice.  Although  I  did  not  mention  the  possibility  to  any  of 
the  women,  and  I  never  asked  Ms.  Burgess  if  she  knew  that  she  could 
bring  such  a  suit,  I  would  doubt  this  woman  or  the  others  we  spoke  to 
had  ever  considered  the  possibility  or  knew  it  was  an  available  remedy. 

Second,  even  if  they  know  of  the  remedy,  they  have  to  find  a  lawyer 
who  will  bring  suit  for  them.  When  you  are  in  a  rural  area  of  the 
county,  or  in  many  poor  areas,  lawyers  are  hard  to  come  by. 

I  think  this  has  been  especially  aggravated  by  the  administration's 
attitude  toward  the  OEO  legal  services  program.  That  one  basic  source 
of  lawyers  for  poor  people  is  in  danger  of  being  eliminated. 

Then,  even  if  you  can  find  a  lawyer  to  represent  you,  there  is  a  prob- 
lem of  how  this  lawyer  will  be  paid.  Most  lawyers  will  require  com- 
pensation for  services  they  provide.  Poor  people  are  rarely  able  to 
come  up  with  the  fee  to  cover  the  services. 

A  common  situation  in  malpractice  suits  is  for  the  lawyer  to  have 
a  contingency  fee  arrangement.  He  will  collect  as  his  fee  a  portion  of 
the  recovery  if  the  suit  is  successful.  However,  with  poor  people  a 
contingency  fee  is  rare  because  they  cannot  show  monetary  damages 
which  resulted  from  their  injury  in  the  form  of  lost  wages  and  things 
of  that  sort.  Therefore,  their  recovery  will  be  too  small  to  cover  the 
lawyer's  fees. 

That  is  especially  a  problem  with  women — especially  housewives — 
who  rarely  receive  wages  for  their  services. 

Senator  Kennedy.  For  people  who  live  in  rural  communities,  such 
as  Appalachia  ? 

Ms.  Greenberoer.  Right.  Poor  people  who  do  not  have  substantial 
wages,  and  women  generally  who  are  often  housewives  and  unfortu- 
nately are  not  paid  for  the  work  that  they  do  have  difficulty  in  recover- 
ing substantial  monetary  damages. 

Finally,  in  a  malpractice  suit,  the  very  essence  of  courtroom  litiga- 
tion requires  making  public  very  private  matters,  and  it  takes  a  very 
courageous  person  to  come  before  a  room  filled  with  strangers  and  bare 
such  personal  matters. 

Many  of  the  women  we  spoke  to  were  not  willing  to  make  such  mat- 
tors  public,  were  very  modest  about  the  problems  that  they  had  in- 
curred, and  were  also  very  worried  about  the  problem  of  some  sort  of 
repercussion  if  they  publicly  complained  about  the  treatment  that  they 
received. 

As  a  result  it  would  seem  to  me  that  the  women  in  Tennessee  just 
would  not  be  served  by  the  availability  of  the  malpractice  suit. 

I  also  come  to  the  conclusion  that  it  is  essential  that  patients,  such 
as  the  women  in  Tennessee,  be  informed  of  the  risk  involved  in  the 
use  of  drugs  when  they  are  given  those  drugs.  I  think  that  the  whole 
statutory  and  regulatory  scheme  should  be  reviewed  with  that  point 
in  mind. 
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Is  there  any  impetus  on  the  part  of  Upjohn,  on  the  part  of  the  pri- 
vate physicians,  on  the  part  of  the  Government,  to  get  the  information 
to  patients  ? 

Apparently  there  just  is  not  at  this  point.  Upjohn  has  no  responsi- 
bility to  print  patient  warnings.  Physicians  apparently  are  outside  the 
jurisdiction  of  the  FDA,  so  that  they  cannot  be  required  to  give  such 
warnings  to  patients. 

This  seems  to  me  to  be  at  the  crux  of  the  issue.  People  who  are  being 
treated  have  a  right  to  know  what  their  treatment  involves  and  what 
dangers  they  are  incurring  when  they  are  treated,  especially  when 
they  are  given  drugs  for  nonapproved  uses. 

Senator  Kennedy.  It  appears  from  what  you  have  mentioned  this 
morning  that  it  is  the  mentally  retarded  and  the  poor  people  who  are 
bearing  this  particular  burden. 

Ms.  Greenberger.  Well,  I  cannot  generalize.  I  do  not  know.  I  have 
some  knowledge  based  on  interviews  with  the  six  women  in  the  inves- 
tigations I  have  done,  and  with  regard  to  the  Mental  Eetardation  In- 
stitute which  seems  to  indicate  certainly  they  were  not  getting  those 
warnings. 

I  do  not  know  whether  others  in  the  population  get  adequate  warn- 
ing when  they  are  given  drugs  for  nonapproved  use. 

Senator  Nelson.  On  the  question  of  warnings,  is  it  a  common  prac- 
tice for  a  doctor  to  advise  a  patient  to  whom  he  is  prescribing  a  drug, 
about  the  possible  side  effects  ? 

Dr.  Kase.  I  would  hope  that  it  would  be  more  common  than  it  is. 
Good  medical  practice  includes  just  that. 

Senator  Nelson.  That  was  not  my  question.  What  is  the  practice  ? 

I  have  never  heard  of  anybody  except  in  a  rare  instance  or  two  who 
said  he  or  she  got  an  explanation  of  possible  side  effects.  Is  it  a  com- 
mon practice  in  your  judgment?  Do  most  doctors  discuss  it  or  not? 

Dr.  Kase.  Most  do  not.  But  that  only  adds  to  the  need  for  patient 
information,  some  mechanism  of  judging  from  the  package  insert  for 
the  patient. 

Senator  Nelson.  But  your  response  to  the  doctor  who  says  that  this 
would  add  to  the  anxiety  in  the  patient  would  be  what? 

Dr.  Kase.  I  think  the  answer  would  be  it  would  add  to  the  speci- 
ficity and  usef  ullness  of  his  therapy. 

Senator  Nelson.  You  would  not  leave  it  up  to  the  discretion  of  the 
doctor  as  to  whether  or  not  he  would  receive  a  simplified  package 
insert  ? 

Dr.  Kase.  No.  I  was  careful  to  note  that  it  would  be  directly  with  the 
purchase  of  the  drug. 

Senator  Nelson.  So  then  what  you  are  saying  is  that  you  would 
require  that  every  prescription  issued  for  any  purpose  for  any  patient 
have  a  discussion  of  its  indicated  use  and  possible  side-effects? 

Dr.  Kase.  Yes ;  duration  of  therapy,  usefulness,  efc  cetera. 

Senator  Nelson.  You  would  not  make  any  exception  to  that? 

Dr.  Kase.  No.  I  would  rather  have  that  certainly  than  ivy  to  create 
some  sort  of  controlling  legislation  over  the  profession  or  the  industry. 
I  think  those  have  proved  not  to  be  useful. 

Senator  Kennedy.  Senator  Schweiker. 

Senator  Schweiker.  Thank  you,  Mr.  Chairman. 
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I  just  want  to  ask  Dr.  Kase  one  question,  elaborating  on  one  of 
his  recommendations. 

Doctor,  you  suggest  in  your  summary  of  suggestions :  "review  FDA 
procedures  controlling  clinical  trials,  particularly  in  mechanisms  for 
the  limitation  of  distribution  and  availability  of  experimental  drugs 
approved  for  one  use  but  not  approved  for  other." 

To  get  a  little  more  specific,  what  kind  of  mechanism  or  procedure  in 
your  mind  might  be  set  up  to  cover  a  case  like  this. 

Dr.  Kase.  I  think  one  suggestion  would  be  to  have  every  prescrip- 
tion in  a  given  area  for  that  particular  drug  redeemable  on  call  to 
find  what  it  was  used  for  and  what  the  results  were.  I  do  not  think 
that  is  a  particularly  difficult  data  acquisition  problem. 

Senator  Schweiker.  Redeemable  on  call  ? 

Dr.  Kase.  By  an  agency  of  some  regulatory  area  in  government. 

Senator  Schweiker.  You  mean  on  the  basis  that  it  might  have 
been  used  for  an  unapproved  purpose,  or  on  any  basis  ? 

Dr.  Kase.  Depo-Provera  might  possibly  have  been  used  in  1,500 
women  in  Tennessee  to  combat  endometriosis,  but  it  could  also  have 
been  used  for  contraceptive  purposes. 

You  need  to  be  able  to  seek  out  what  use  the  drug  was  found  for 
and  some  random  redeemable  statement  should  be  required — where 
did  that  prescription  go,  and  what  was  its  use  ? 

Senator  Schweiker.  You  think  it  should  be  made  a  matter  of  law  or 
regulation  to  prohibit  the  use  of  medicines  or  drugs  for  nonapproved 
uses  ? 

Dr.  Kase.  I  could  hardly  suggest  that  in  that  I  have  used  Depo- 
Provera  in  isolated  instances  myself  in  the  practice  of  medicine,  and 
I  would  do  so  again. 

Senator  Schweiker.  That  is  all  I  have. 

Senator  Kennedy.  I  want  to  thank  all  of  you  for  coming.  We  want 
to  thank  you  particularly,  Anna;  you  have  had  difficulties;  you  have 
been  abused.  It  is  because  of  instances  of  outrageous  treatment  like  this 
that  we  are  holding  these  hearings ;  and  we  are  going  to  do  the  best  we 
can  to  try  to  assure  that  it  does  not  happen  to  other  people  as  it  has 
happened  to  you. 

The  fact  that  you  have  come  here  this  morning  and  told  us  your 
story  is  an  indication  of  your  great  courage,  and  I  want  to  thank  you 
very  much. 

Our  next  witness  is  Dr.  Leonard  Brooks,  New  Woman's  Clinic, 
Washington,  D.C 

Dr.  Brooks  is  presently  Director  of  the  New  Woman's  Clinic  in 
Washington,  D.C.  He  is  an  obstetrician-firvnecologist,  and  from  1970 
to  1972  he  worked  with  the  Southwest  Tennessee  Family  Planning 
Proiect. 

Thank  you  for  being  with  us  this  morning.  Dr.  Brooks. 

We  are  going  to  hear  from  Dr.  Brooks  and  then  move  along  with 
Dr.  Hutcheson  and  Dr.  Brown.  We  understand  that  there  is  only 
one  daily  plane  going  back  to  Tennessee,  so  we  are  continuing  through 
the  lunch  hour. 

Dr.  Brooks. 
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STATEMENT  OF  LEONARD  BROOKS,  M.D.,  NEW  WOMAN'S  CLINIC, 

WASHINGTON,  D.C. 

Dr.  Brooks.  Senator  Kennedy  and  friends,  you  just  used  the  word  a 
moment  ago,  "outrageous."  I  feel  alone.  I  do  not  have  a  phalanx  of 
bureaucrats  supporting  me  here,  and  I  am  alone,  and  I  have  two  op- 
tions now  that  you  have  invited  a  malpractice  litigation  in  a  public 
forum  and  used  the  word  outrageous  in  defining  our  work  in  Tennessee. 

My  two  options  are  to  shut  up  and  go  home,  and  let  this  be  one-sided, 
or  to  speak  my  peace. 

Senator  Kennedy.  That  is  why  we  invited  you. 

Dr.  Brooks.  All  right,  and  I  will  speak  my  piece. 

Second,  I  notice  that  this  is  a  group  almost  exclusively  of  middle 
aged  males,  dictating  to  women  how  they  are  going  to  control  their 
reproductive  lives,  and  I  personally  consider  this  to  be  a  continuate 
oppression  of  family  planners  in  this  country — so  my  piece. 

Before  I  get  started,  I  have  one  brief  comment  about  this  new  drug 
application  that  everyone  is  mentioning  so  casually  and  so  repetitively 
here.  It  would  seem  all  we  have  to  do  to  get  birth  control  methods 
studied  in  the  United  States  is  submit  an  application  to  the  Federal 
Food  and  Drug  Administration  but  the  FDA  is  externally  biased 
against  birth  control  agents. 

They  have  their  mechanisms  of  obstruction,  and  I  have  lived  through 
these  mechanisms,  and  I  would  feel  free  to  document  them  subse- 
quently, but,  anyway,  back  to  Tennessee. 

Tens  of  thousands  of  Tennessean  women  are  suffering  because  they 
are  not  in  control  of  their  fertility.  The  disease  is  a  chaotic  life — a  life 
disordered  by  accidental  and  unwanted  pregnancy.  Daily  our  women 
are  sentenced  by  inadvertent  pregnancy  to  compulsory  motherhood, 
to  loss  of  self-asteem,  to  denial  of  self- actualization  and  to  instant 
poverty.  Where  other  methods  have  failed  many  have  had  a  pres^iancy 
free  interval  by  use  of  Depo-Provera.  A  sensitive  government  eases 
the  additive  and  cumulative  pain  of  so  many  of  its  people. 

Pepo-Provera  provides  a  measure  of  healing  solace.  Following  is  a 
list  of  people  who  have,  who  are,  and  who  hopefully  will  continue  to 
benefit  not  only  in  Tennessee  but  across  this  land  as  well  as  through- 
out the  world: 

1.  Nursing  mothers.  Oral  contraceptives  do  suppress  milk  produc- 
tion in  some  women,  whereas  Depo-Provera  does  not  interfere  with 
milk  production.  So  for  some  women  Depo-Provera  iriiections  pro- 
vides sustenance  for  the  child  and  freedom  from  unwanted  pregnancies 
simultaneously. 

2.  Mental  retardates.  Often — usually — there  is  no  alternative  to  in- 
jectable contraception  in  the  presence  of  a  brain-damaged  adult.  In 
such  circumstances  accidental  pregnancy  further  degrades  a  famih 
unit. 

3.  To  cover  a  surgical  interval.  Some  women  return  to  a  hospital 
after  having  had  a  baby  for  a  tubal  ligation.  These  troubled  people  are 
protected  for  three  to  six  months  by  a  shot  given  in  the  delivery  room. 

Their  options  are  broad,  and  they  can  have  their  child  receive  some 
kind  of  maturation,  and  then  return  for  their  elective  tubal  ligation. 

4.  Women  who  lack  privacy  in  their  contraceptive  lives.  Many 
young  people  do  not  enjoy  the  dignity  or  privacy  in  a  crowded  home, 
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or  their  personal  possessions  are  not  immune  to  the  assaults  of  sus- 
picious parents.  Their  pills  are  stolen. 

5.  Domiciliary  use.  Many  years  ago  in  the  United  Kingdom,  the 
family  planning  workers  in  Newcastle-upon-Tyne  pleaded  for  the 
means  of  injectable  contraception  so  that  people  living  in  grinding 
poverty  and  without  transportation  might  be  supplied  at  home.  In  a 
rural  setting — such  as  Southwest  Tennessee — many  patients  can  be 
reached  only  by  a  visiting  nurse.  Yet  we  might  go  to  them  instead  of 
insisiting  that  they  always  come  to  us. 

6.  Contraceptive  failures.  Many  women  become  bloodied  by  intra- 
uterine devices,  and  some  become  hypertensive  on  pills.  Injections  do 
circumvent  both  problems. 

So  in  a  capsule  summary,  these  groups  of  people  are  the  ones  who 
were  offered  Depo-Provera  on  a  voluntary  basis.  We  offered  it  to 
nursing  mothers,  mental  retardants,  their  guardians,  protectors,  their 
families. 

We  offered  it  to  women  undergoing  a  surgical  interval,  women 
who  lacked  privacy  in  their  contraceptive  lives.  Those  women  who 
could  only  be  contacted  at  home,  we  hired  a  domiciliary  nurse  who 
would  make  house  visits  to  see  that  every  woman  in  the  county  was 
contacted  if  she  wanted  to  be  protected  against  pregnancy. 

In  medicine,  one  is  always  searching  for  protein  conduits  of  learn- 
ing, of  opportunity  and  of  motivation.  For  some  of  our  people,  for 
many  of  our  people,  and  for  other  peoples  throughout  the  world, 
injectable  contraception  can  bring  order  out  of  chaos  and  infuse  into 
vulnerable  lives  the  promise  of  control. 

It  is  the  means  of  self  defense.  So  that  when  they  come  to  us  in 
Tennessee  and  knock  at  our  door,  our  door  is  more  fully  open,  so  that 
when  they  ask  of  us  for  our  help,  it  can  be  better  given. 

Of  course  a  truly  sensitive  government  will  see  to  it  that  the  suffering 
of  its  people  be  healed. 

Senator  Kennedy.  Doctor,  we  want  to  thank  you  for  your  testimony. 

It  appeared  to  me  from  the  statements  that  were  made  by  Dr.  Ed- 
wards that  he  was  certainly  sensitive  to  the  motivation  for  the  use 
of  this  drug ;  but  you  cannot  avoid  the  fact  that  the  principal  instru- 
ment of  government,  the  Food  and  Drug  Administration,  which  is 
charged  with  indicating  whether  drugs  are  safe  or  experimental,  has 
indicated  that  this  is  still  an  experimental  drug  for  these  purposes. 

Dr.  Brooks.  There  is  a  furious  bias  against  birth  control  on  the 
part  of  the  Food  and  Drug  Administration.  We  have  used  Depo- 
Provera  for  nursing  mothers  ever  since  1963,  and  in  the  treatment  of 
far  advanced  cancers. 

As  a  death  control  agent  it  gets  instant  approval  but  as  a  birth 
control  agent,  it  is  still  hung  up  in  limbo,  and  Depo-Provera  is  not 
the  only  agent  that  is  held  up  because  it  is  largely  a  birth  control  agent. 

It  is  a  bias.  It  is  a  furious  bias,  a  blind  bias  on  the  part  of  the  FDA. 

Now  is  the  time  to  mention  the  three  methods  of  obstruction.  I  know 
this.  I  have  been  through  this.  I  have  tried  to  get  Depo-Provera 
approved  for  investigational  use,  but  the  Upjohn  people  had  studied 
it  to  death;  they  could  not  afford  any  more  of  the  required  studies. 
They  had  studied  it  in  45  nations  in  the  world. 

But  the  three  specific  mechanisms  of  birth  control  obstruction  are 
these : 
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One,  by  regulation  a  new  drug  application  has  to  take  place  within 
30  days,  and  when  they  rejected  my  application,  they  did  not  do  it  in 
14  days,  16  days,  25  days,  or  even  29  days;  it  was  always  guaranteed 
to  be  the  30th  and  last  allowable  day. 

Two,  the  regulation  also  states  that  the  rejections  have  to  be  done  by 
telegram.  Did  I  ever  get  a  telegram  ?  Never ;  always  by  conversation 
only. 

Three,  they  only  ask  one  question  at  a  time,  and  I  answered  the  ques- 
tion, and  would  resubmit  it,  and  then  in  30  days  my  mail  would  bring 
me  another  question. 

How  long  in  life  can  you  put  up  with  this  kind  of  obstruction  ?  They 
can  ask  questions  about  birth  control  for  generations.  My  daughter 
could  think  up  intelligent  questions. 

So  there  is  a  bias  against  birth  control  in  the  Food  and  Drug  Ad- 
ministration. There  is  nothing  we  can  do  to  break  it,  and  the  Ameri- 
can people  in  the  meantime  are  suffering. 

Senator  Kennedy.  Do  you  believe  that  is  the  basis  for  the  reluctance 
of  the  Food  and  Drug  Administration  to  move  more  quickly. 

Dr.  Brooks.  But  why  approve  Depo-Provera  for  cancer  and  not  for 
birth  control  ? 

Senator  Kennedy.  Is  there  not  a  distinction  in  your  mind  between 
a  terminal  case  of  cancer  and  the  whole  problems  of  contraception  in 
a  young,  healthy  woman  ? 

Dr.  Brooks.  There  is  a  big  distinction.  You  as  a  male  are  faced  with 
birth,  but  as  a  middle-aged  male  you  have  not  been  victimized  in 
your  productive  life.  It  is  not  an  issue  to  you  any  more,  and  you  are 
not  a  woman.  [Laughter.] 

Did  you  see  the  four  or  five  men  sitting  here?  No  woman  repre- 
sented, and  no  birth  control  representative  here. 

You  know  ever  since  Margaret  Sanger  was  sentenced  to  prison  in 
Brooklyn  in  1917  there  has  been  this  harassment,  and  it  continues. 

Senator  Kennedy.  What  about  Marcia  and  Anna  ?  I  thought  they 
were  qualified  representatives. 

Dr.  Brooks.  One  swallow  does  not  make  a  summer  either. 
[Laughter.] 

Senator  Kennedy.  Seriously,  should  a  physician  be  able  to  place  him- 
self above  the  Food  and  Drug  Administration  with  regard  to  the  use 
of  drugs  for  nonapproved  purposes  ? 

Dr.  Brooks.  Depo-Provera  is  something  all  my  colleagues  are  closely 
familiar  with,  and  if  you  are  sensitive  to  the  suffering  of  the  people, 
how  else  can  we  help  our  people  ?  Harry  Truman  said,  "the  buck  pass- 
ing stops  here,"  and  with  the  doctor  it  stops  with  me,  and  if  I  have 
the  capability  to  uplift  a  person's  life  in  some  small  measure,  I  will 
do  it  with  the  agents  at  hand.  There  is  no  alternative. 

Senator  Kennedy.  So  you  believe  that  individual  physicians  should 
be  able  to  prescribe  a  drug  that  has  not  been  approved  for  those  pur- 
poses by  the  Food  and  Drug  Administration  ? 

Dr.  Brooks.  We  made  every  effort  to  get  it  approved,  Upjohn  and  I 
submitted  and  resubmitted  applications,  and  it  is  an  ongoing  hassle 
with  them.  We  tried  to  become  legitimate  and  get  into  a  study  pro- 
gram. We  could  not. 

Senator  Kennedy.  Therefore  you  approved  it  on  your  own  in  effect. 
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Dr.  Brooks.  We  had  to.  There  was  no  alternative.  There  was  a  bias 
against  birth  control  in  favor  of  death  control. 

Senator  Kennedy.  Senator  Nelson. 

Senator  Nelson.  I  was  not  here  at  the  beginning  of  the  testimony 
this  morning.  What  is  the  legal  status  of  this  drug  now  respecting 
use  for  birth  control  purposes  ?  Is  it  under  an  IND  now  ? 

Dr.  Brooks.  It  has  been  since  1962. 

Senator  Nelson.  It  has  not  been  changed  ? 

Dr.  Brooks.  Not  at  all.  More  questions — incessant  questions — and 
in  the  meantime  so  many  questions,  such  questions  as  will  the  person 
ever  be  able  to  have  a  babv  again?  This  is  something  that  can  never  be 
answered  100  per  cent.  There  have  been  all  kinds  of  studies,  workers 
from  Brazil,  from  all  of  the  countries  around  the  world.  No  one  really 
believes  this.  This  is  a  phantom. 

Senator  Nelson.  In  1962  amendments  to  the  Food  and  Drug  and 
Cosmetics  Act  offered  by  Senator  Kef  auver  were  enacted  by  the  Con- 
gress. The  1938  act  required  proof  of  safety.  The  1962  amendment  re- 
quired that  there  must  be  produced  substantial  evidence  of  efficacy  as 
well  as  safety  based  upon  adequate  and  well -controlled  studies.  The 
definition  of  substantial  evidence  was  spelled  out  caref ullv  in  the  law. 

Are  you  saying  that  the  requirements  of  that  law  have  in  fact  been 
met  by  the  studies  that  have  been  produced  ? 

Dr.  Brooks.  Yes,  or  I  would  not  be  using  it. 

Senator  Nelson.  How  do  you  reach  that  conclusion  in  view  of  the 
fact  that  it  has  been  demonstrated  to  be  carcinogenic  under  certain 
circumstances? 

Dr.  Brooks.  Well,  it  is  carcinogenic  in  beagle  hounds  only,  not  in 
rats,  mice  or  other  primates  or  humans,  in  only  in  that  part  of  the 
breast  of  a  beagle  hound  which  has  no  corollary  in  humans. 

The  only  possible  area  of  the  human  that  I  know  of  that  is  suscep- 
tible is  the  salivary  gland,  and  I  do  not  think  that  is  very  relevant. 

Senator  Nelson.  You  are  aware  that  there  has  never  been  adequately 
documented  proof  that  anv  chemical  compound  that  causes  carcinoma 
in  an  animal  will  not  cause  it  in  human  beings  ? 

Dr.  Brooks.  Run  that  by  me  again.  [Laughter.] 

Senator  Nelson.  In  any  case,  where  a  compound  causes  carcinoma 
in  animals,  there  has  never  been  developed  adequate  scientific  evidence 
that  it  will  not  do  the  same  in  the  human  species,  in  no  case  at  least 
with  any  of  the  scientists  that  I  have  talked  with  in  the  field. 

You  say  it  might  be  one  case  in  millions  ? 

Dr.  Brooks.  You  are  mistaken  there.  It  is  zero  cases  in  a  million. 
It  has  never  hapened. 

Senator  Nelson.  This  is  what  they  are  saying  about  DES,  about 
25 

Dr.  Brooks.  Let's  talk  about  Depo-Provera. 

Senator  Nelson.  You  said  it  never  happened.  DES  caused 
carcinoma 

Dr.  Brooks.  You  asked  me  to  talk  about  Depo-Provera.  That  is  what 
I  am  talking  about.  No  malignancy  has  ever  occurred  with  the  use  of 
Deno-Provera  in  a  human  being. 

Senator  Nelson.  All  I  said  is  that  it  hos  occurred  in  an  animal. 
There  has  never  been  a  case  that  I  can  find  out  from  any  scientist — 
nnd  I  have  asked  the  question  many  times — in  which  a  chemical  caused 
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carcinoma  in  an  animal  that  you  could  prove  it  would  not  cause 
carcinoma  in  a  human. 

That  is  all  I  said,  so  if  you  have  carcinoma  in  an  animal,  and  there 
are  alternative  methods  of  birth  control,  then  is  it  not  a  dangerous 
matter  to  put  it  into  general  use? 

Dr.  Brooks.  You  were  dozing  just  now  because  I  pointed  out  many 
times  there  are  no  alternatives. 

Senator  Nelson.  There  are,  I  think,  alternatives. 

Dr.  Brooks.  On  a  voluntary  basis,  if  a  woman  says,  "You  are  not 
going  to  stuff  an  intrauterine  device  in  me,  and  I  think  from  the  hear- 
ings on  the  pill  that  the  pill  is  unsafe" — yet  she  wants  protection 
against  pregnancy,  she  may  accept  Depo-Provera  where  she  would 
reject  everything  else — and  frequently  does. 

Senator  Nelson.  All  I  am  saying  is  since  it  does  cause  carcinoma  in 
one  instance,  are  you  suggesting  that  despite  that  you  would  prescribe 
this  drug  for  general  use  ? 

Dr.  Brooks.  Yes. 

Senator  Kennedy.  Thank  you  very  much. 

Senator  Nelson.  I  would  just  like  to  insert  in  the  record  a  quotation 
with  respect  to  Dr.  Edwards  testimony  regarding  the  incident  in  1972. 

[The  quotation  referred  to  was  not  available  for  the  record  at  time 
of  printing.! 

Senator  Kennedy.  Our  next  witness  is  Dr.  Robert  Hutcheson,  Jr. 
Dr.  Hutcheson  received  his  masters  degree  in  public  health  from 
Johns  Hopkins  University  in  1965.  Since  then  he  has  held  various 
positions  with  the  Tennessee  Department  of  Public  Health.  Present- 
ly, his  duties  as  Assistant  Commissioner  include  directing  the  state- 
wide family  planning  program.  Accompanying  Dr.  Hutcheson  is  Dr. 
Stephen  Moore.  Dr.  Moore  has  been  working  in  family  planning 
evaluation  at  the  Tennessee  State  Health  Department  for  two  years. 

Gentlemen,  welcome  to  the  Health  Subcommittee. 

STATEMENT  OF  ROBERT  HUTCHESON,  JR.,  M.D.,  TENNESSEE  DE- 
PARTMENT OE  HEALTH,  DEPARTMENT  OF  FAMILY  PLANNING, 
MEMPHIS,  TENN. 

Dr.  Hutcheson.  Dr.  Moore  could  not  be  with  us  today. 

I  would  like  to  tell  you  briefly  about  our  experience  with  the 
progestational  agent,  Depo-Provera  (DMPA)  in  the  Maternal  Health, 
Family  Planning  program  in  Tennessee.  Our  efforts  to  deliver  fam- 
ily planning  services  through  the  91  rural  County  Health  Depart- 
ments throughout  the  state  began  to  expand  in  March  of  1970.  With- 
in a  short  period  of  time  we  were  receiving  requests  from  several 
rural  health  departments  to  provide  them  with  a  contraceptive  agent 
for  their  patients  who  could  not  take  the  pill  and  who  had  contra- 
indications to  the  intrauterine  device. 

At  that  point  we  knew  the  injectable  progestogens  had  not  been 
licensed  for  general  contraceptive  usage  even  though  they  had  been 
approved  and  were  being  used  for  threatened  abortion,  adenocar- 
cinoma of  the  endometrium,  endometrioses,  and  the  oral  provera  was 
being  used  as  a  provocative  hormonal  pregnancy  test.  We  were  in  a 
dilemma  about  whether  or  not  to  make  Depo-Provera  available  for 
contraceptive  usage  for  those  unable  to  use  other  methods.  Some  of 
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the  special  circumstances  which  we  received  requests  for  DMPA  were 
for: 

1.  Mothers  who  were  breast  feeding  their  infants  and  for  whom 
estrogen  containing  birth  control  pills  would  have  been  contraindicated 
because  of  its  negative  effect  on  quantity  and  quality  of  breast  milk. 

2.  Women  who  had  finished  their  childbearing  and  who  wanted  to 
use  "the  shot"  until  they  could  arrange  to  get  their  tubes  tied. 

3.  Women  who  had  demonstrated  by  several  accidental  pregnancies 
their  inability  to  properly  use  the  pill  and  who  had  already  expelled 
an  intrauterine  device  (IUD). 

4.  Women  who  had  not  tolerated  an  IUD  but  also  had  medical 
contraindications  to  the  oral  contraceptives ;  that  is,  high  blood  pres- 
sure, history  of  blood  clots,  recent  hepatitis,  or  cancer  of  the  cervix. 

Thus,  our  dilemma  then  became  one  of  whether  to  provide  a  means 
of  preventing  unwanted  pregnancy  for  these  women  with  special  cir- 
cumstances or  let  them  take  their  chances  on  another  pregnancy,  be- 
cause we  did  not  have  any  FDA  approved  contraceptive  to  offer  them. 
The  alternative  of  not  meeting  the  need  in  these  special  circumstances 
and  thus  remaining  secure  in  the  knowledge  that  we  were  strictly 
following  the  recommendations  issued  by  the  FDA  did  not  seem  the 
best  alternative.  If  not  provided  with  a  reliable  contraceptive  method 
these  women  would  probably  go  on  to  conceive  an  unwanted  child  and 
then  either  bear  the  child  or  resort  to  a  life-threatening  illegal  co- 
athanger  abortion.  We  felt  that  termination  of  unwanted  pregnancy 
was  not  a  preferred  alternative  to  prevention  of  pregnancy,  even  if 
safe  medically  supervised  abortion  were  available  in  Tennessee,  which 
it  was  not. 

In  reviewing  the  medical  literature  on  Depo- Pro  vera  we  came  to 
realize  that  many  of  the  initial  reasons  for  reluctance  to  use  the  drug 
were  slowly  being  removed  by  medical  studies.  A  major  cause  for 
concern  was  unstudied  return  to  fertility  after  using  the  injection. 

In  1970  Gardner  and  Mishell  analyzed  the  bleeding  patterns  and 
return  to  fertility  in  43  women  after  they  had  received  Depo-Provera 
for  an  average  of  15  months  each.  They  found  93  percent  of  the  pa- 
tients had  evidence  of  regular  ovulation  by  18  months  after  the  last 
injection.  When  addressing  the  same  problem  of  return  to  fertility, 
McDaniel  in  Thailand  published  a  pregnancy  rate  of  87  percent  in  37 
women  who  discontinued  Depco-Provera  with  the  expressed  desire 
of  becoming  pregnant.  He  compares  it  favorably  to  Tietze's  rate  with 
the  IUD  of  88.3  percent  at  12  months,  and  Satterthwaithe's  experience 
with  the  contraceptive  pills  where  he  found  94  percent  conception  rate 
in  12  months. 

McDaniel  concluded  that  Depo-Provera  should  be  made  available 
to  women  even  if  they  want  to  have  more  children  later  on  in  their 
childbearing  career.  McDaniel  who  is  running  a  large  family  planning 
program  in  Northern  Thailand  has  progressed  since  his  first  publica- 
tions on  Depo-Provera  to  build  up  the  largest  single  experience  with 
the  drug. 

He  now  has  20,000  users  with  a  total  experience  of  400,000  women 
months.  Sixty-five  percent  of  his  9.000  new  acceptors  each  year  ask 
for  Depo-Provera  over  the  pill,  IUD.  or  tubal  ligation.  Because  of  our 
interest  in  continuing  to  use  Depo-Provera  we  have  stayed  in  close 
contact  with  Dr.  McDaniel  regarding  his  continuing  experience  with 
the  drug. 
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We  have  received  from  him  an  analysis  of  his  latest  data  not  yet 
published  on  135  women  who  stopped  using  Depo-Provera  to  become 
pregnant. 

I  might  add  that  82  percent  had  conceived  within  14  months  of 
stopping  the  contraceptive.  Considering  the  variance  in  desire  for  the 
pregnancy  among  these  women  we  are  convinced  that  the  work  of 
McDaniel,  Gardner  and  Mishell  has  essentially  laid  to  rest  the  poten- 
tial problem  of  unpredictable  return  to  fertility  after  the  usage  of 
Depo-Provera.  We  were  impressed  by  several  other  facts  in  the  Depo- 
Provera  literature  which  have  influenced  our  policy  at  the  State  Health 
Department.  First  the  need  being  expressed  by  the  women  coming  into 
rural  family  planning  clinics  was  for  a  birth  control  method  which 
would  not  fail.  Many  of  them  did  not  ever  want  to  get  pregnant  again 
and  if  they  could  have  afforded  to  do  so,  would  have  had  a  tubal 
ligation. 

The  failure  rate  of  Depo-Provera  in  the  literature  is  lower  than  any 
other  contraceptive  method  available  except  for  tubal  ligation.  The 
studies  quote  an  accidental  pregnancy  rate  between  0  and  0.5  preg- 
nancies per  100  woman  years.  Thus,  when  women  wanted  tubal  liga- 
tions we  could  put  them  on  Depo-Provera  and  nearly  guarantee  they 
would  not  become  pregnant  while  waiting  to  become  sterilized. 

The  need  for  a  method  of  contraception  without  the  commonly  rec- 
ognized side  effects  of  estrogen  was  another  factor  in  our  decision  to 
make  Depo-Provera  available  for  the  family  planning  clinics  in  Ten- 
nessee. Literature  has  proven  to  our  satisfaction  that  alteration  of 
serium  proteins,  alteration  of  fibrinolytic  activity  of  veins,  or  effects 
on  blood  pressure  are  side  effects  of  estrogen  in  the  pills  containing 
contraceptives  but  not  of  Depo-Provera. 

Thus,  in  women  who  have  high  blood  pressure  or  blood  clotting  prob- 
lems, and  therefore  cannot  use  oral  contraceptives,  there  is  a  need  for 
a  strictly  progestational  agent  which  will  reliably  protect  against 
pregnancy.  Also,  the  situation  with  breast  feeding  mothers  has  been 
addressed  in  the  literature.  While  estrogen  has  been  proven  to  have  a 
negative  effect  on  the  amount  and  quality  of  breast  milk  in  lactating 
mothers  Depo-Provera  has  been  shown  to  have  no  effect  on  either  the 
quality  or  quantity  of  breast  milk  produced.  Thus,  the  unmet  need  of 
mothers  in  the  rural  areas  of  Tennessee  to  prevent  back  to  back  preg- 
nancies without  compromising  the  nutrition  of  their  breast-fed  infants 
is  met  with  Depo-Provera. 

The  simplicity  of  the  method,  the  absence  of  any  estrogenic  side 
effects,  the  high  level  of  reliability,  combined  with  good  acceptability 
despite  the  unpredictable  bleeding  pattern  encountered  with  its  use, 
suggested  that  Depo-Provera  should  have  a  place  in  our  "contraceptive 
cafeteria"  approach  to  family  planning  in  Tennessee. 

When  I  say  "contraceptive  cafeteria"  approach  I  mean  that  the 
patient  has  a  right  to  make  a  decision  on  the  type  of  drug  that  would 
be  available  to  her,  and  that  this  is  one  method  that  in  my  opinion 
needs  to  be  made  available. 

Senator  Kennedy.  Even  if  it  has  not  been  approved  for  this  purpose 
by  Food  and  Drug  Administration  ? 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  What  is  the  reason  for  that  ? 
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Dr.  Hutcheson.  I  have  just  one  more  page,  and  then  I  would  be 
delighted  to  come  back  and  answer  that.  Some  of  this  may  be  answered 
in  the  next  page  or  so. 

Senator  Kennedy.  Very  well. 

Dr.  Hutcheson.  In  responding  to  the  need  expressed  by  our  county 
health  department  family  planning  programs  we  decided  to  make 
Depo-Provera  available  for  a  limited  contraceptive  usage. 

Because  of  our  uncertainty  one  and  a  half  years  ago  about  the  return 
to  fertility  with  Depo-Provera,  we  recommended  it  only  for  those 
women  who  were  finished  having  their  family  and  wanted  a  child - 
limiting  contraceptive.  We  made  it  clear  that  the  drug  was  not  the 
contraceptive  of  first  choice,  and  that  its  use  was  to  be  restricted  to 
the  special  circumstance  outlined  above.  We  drew  up  a  consent  form 
which  has  been  recommended  by  the  State  Health  Department  for 
signature  by  any  women  contemplating  use  of  Depo-Provera.  This  was 
done  in  order  to  make  sure  patients  knew  of  all  the  side  effects  before 
starting  the  method  and  also  knew  of  its  unpredictable  return  to  fer- 
tility, which  has  since  been  proven  to  be  similar  to  the  IUD  and  Pill.  A 
copy  of  the  consent  form  is  appended. 

As  of  February  1, 1973,  we  have  57,000  active  patients  on  the  family 
planning  program  in  Tennessee.  Distributing  the  57,000  by  method  of 
contraceptives,  there  are  44,000  using  the  oral  contraceptives,  about 
6,000  using  the  IUD,  about  6,000  using  condoms,  foam,  or  diaphragms, 
and  942  using  Depo-Provera. 

Of  the  942  active  patients  on  Depo-Provera,  505  of  them  are  in  the 
five-county  area  previously  directed  by  Dr.  Leonard  Brooks  who  has 
already  spoken  here  today.  The  remaining  437  active  patients  on  Depo- 
Provera  are  spread  out  over  90  counties  with  some  areas  of  concentra- 
tion in  counties  where  the  family  planning  program  uses  DMPA  as  an 
interim  method  imtil  tubal  ligation  can  be  obtained,  or  where  the 
program  provides  services  for  a  mental  institution  or  school  for  the 
retarded. 

It  has  been  our  experience  that  in  the  selected  women  for  whom  it  is 
chosen  as  the  only  appropriate  contraceptive  method,  the  patient  is 
only  too  happy  to  put  up  with  the  side  effects  listed  on  our  consent 
forms  in«  order  to  be  provided  with  a  reliable  means  of  protection 
against  pregnancy. 

Perhaps  because  of  the  narrow  range  of  use,  our  patients  seem  more 
concerned  about  its  small  but  potential  accidental  pregnancy  rate  than 
its  previously  feared  problem  of  return  to  fertility. 

If  you  will  give  me  the  question  again.  Senator. 

Senator  Kennedy.  Earlier  you  suggested  that  "Depo-Provera 
should  have  a  place  in  our  Contraceptive  cafeteria'  approach  to  fam- 
ily planning  in  Tennessee." 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  The  Food  and  Drug  Administration  has  not  ap- 
proved it  for  purposes  of  birth  control. 

Dr.  Hutcheson.  That  is  right. 

Senator  Kennedy.  The  thrust  of  your  statement  is  that  you  have 
made  a  study  and  in  effect  you  have  approved  the  drug  for  people  in 
Tennessee.  I  want  to  know  what  information  you  have  available  to  you 
within  your  department  of  health  that  the  Food  and  Drug  Admin- 
istration does  not  have,  and  whether  you  feel  you  can  encourage  the 


86 

prescription  of  a  drug  which  clearly  has  not  been  sanctioned  by  the 
Food  and  Drug  Administration. 

Dr.  Hutcheson.  I  am  able  to  do  that  for  limited  circumstances  now, 
and  you  are  saying  do  we  know  things  that  the  Food  and  Drug  Ad- 
ministration does  not  know.  I  think  we  do  have  a  few  facts  they  have 
not  yet  received. 

I  think  we  both  have  access  to  some  of  the  studies.  I  think  we  might 
have  possibly  what  they  do  not  have,  the  most  recent  work  of  Dr.  Mc- 
Daniel,  but  I  believe  they  have  the  same  information  essentially,  and 
they  came  to  a  different  decision. 

Senator  Kennedy.  That  is  the  problem,  is  it  not?  They  have  come 
to  a  different  decision,  and  they  do  not  feel  that  this  drug  should  be 
approved  for  birth  control  purposes. 

Dr.  Hutcheson.  That  is  right.  That  is  why  we  limited  its  use  to  spe- 
cial situations,  because  they  do  not  approve  of  it  for  birth  control. 

Senator  Kennedy.  What  are  the  special  situations  ?  We  heard  from 
one  this  morning  who  represents  the  poor.  Are  those  the  special 
circumstances  ? 

Dr.  Hutcheson.  No.  The  special  circumstances  are  outlined  in  my 
testimony,  Senator. 

My  agency  is  essentially  in  the  middle  in  that  we  are  not  supplying 
the  services  to  many  of  these  women  ourselves  but  instead  are  sup- 
porting those  who  are  attempting  to  provide  services.  For  instance, 
when  the  physicians  and  the  nurses  in  the  clinic  want  Depo-Provera, 
we  have  provided  it,  and  provided  them  the  warnings  for  the  use  of  it. 

Now  you  found  an  instance  that  fell  outside  the  special  situation, 
and  she  testified  today. 

Senator  Kennedy.  There  were,  as  I  understand  it,  six  cases.  They 
were  the  only  six  investigated  by  the  research  group  we  have  heard 
testify  today. 

Dr.  Hutcheson.  I  am  not  completely  sure  that  all  six  fell  outside 
the  special  situation. 

Senator  Kennedy.  You  cannot  get  around  the  fact,  though,  that  the 
Department  of  Health  in  Tennessee  has  approved  this  drug  for  birth 
control  purposes,  and  the  Food  and  Drug  Administration  has  not. 

Dr.  Hutcheson.  That  is  right. 

Senator  Nelson.  May  I  ask  a  question  at  this  stage  ? 

Senator  Kennedy.  Certainly. 

Senator  Nelson.  Are  you  sure  that  is  correct  ?  Are  the  family  plan- 
ning clinics  using  Depo-Provera  in  Tennessee  under  the  provisions  of 
an  IND  that  has  been  approved  ? 

Dr.  Hutcheson.  No.  We  attempted,  as  Dr.  Brooks  said,  to  get  an 
IND  number,  and  were  unable  to  get  it. 

The  reason  that  Depo-Provera  is  available  to  us,  I  think  it  has  been 
brought  out  by  others  in  their  testimony,  is  because  this  drug  is  licensed 
but  not  for  birth  control. 

Senator  Kennedy.  From  whom  do  you  get  it  ? 

Dr.  Hutcheson.  We  get  it  from  Upjohn. 

Senator  Kennedy.  Do  you  just  send  them  an  application,  send  them 
a  purchase  order,  or  whatever,  and  they  send  it  out  to  you  ? 

Dr.  Hutcheson.  Right.  We  found  out  it  was  on  State  contract. 

Senator  Kennedy.  Do  they  require  any  f ollowups  at  all  ? 
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Dr.  Hutcheson.  No,  sir. 

Senator  Kennedy.  When  you  contract  for  Depo-Provera,  does  Up- 
john ask  what  you  are  going  to  use  it  for? 

Dr.  Hutcheson.  No ;  they  do  not. 

Senator  Kennedy.  You  just  have  a  purchase  order,  and  they  just 
send  it  to  you,  like  that  ? 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  Have  you  seen  the  rather  involved  consent  form 
that  has  been  put  out  by  the  Food  and  Drug  Administration  in  relation 
to  the  research  programs  and  projects? 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  Then  you  have  a  form  of  your  own;  is  that 
correct  ? 

Dr.  Hutcheson.  That  is  true. 

Senator  Kennedy.  I  have  read  just  some  excerpts  from  the  Food 
and  Drug  Administration  form  and  yours  is  the  following : 

"I  am  hereby  confirming  a  personal  need  for  special  contraceptive 
care  and  request  to  be  given  birth  control  injections  as  prescribed  by 
the  clinical  physician.  This  injection,  it  has  been  explained  to  me,  can 
have  possible  side  effects,  et  cetera." 

How  does  the  signer  know  about  the  value  of  the  drug  as  opposed 
to  the  side  effects  ? 

Dr.  Hutcheson.  Senator,  they  will  not  know  of  it  if  the  clinic  phy- 
sician has  not  explained  it  to  them,  but  we  have  advised  them  to 
explain  it. 

Senator  Kennedy.  How  would  he  explain  it?  How  would  be  explain 
that  he  has  come  to  a  different  conclusion  from  the  conclusion  of  the 
Food  and  Drug  Administration  ? 

Dr.  Hutcheson.  He  might  have  come  to  a  different  conclusion  than 
the  F.D.A.  did.  I  think  the  conclusion  Dr.  Brooks  brought  out  was 
the  question  of  Depo-Provera  causing  cancer  in  a  certain  tissue  in 
the  breast  of  beagle  hounds,  and  the  fact  is  that  human  beings  do  not 
have  that  tissue  in  their  breasts. 

Senator  Kennedy.  Do  you  have  any  procedures  by  which  doctors 
are  told  how  to  explain  this  to  their  patients? 

Dr.  Hutcheson.  We  have  given  the  doctors  training  about  this.  We 
meet  usually  four  or  five  times  a  year,  and  the  subject  has  been  brought 
up  repeatedly. 

Senator  Kennedy.  Do  you  have  forms  which  make  the  doctors  aware 
of  all  the  facets  of  this  problem  ? 

Dr.  Hutcheson.  I  would  not  call  them  forms,  but  we  have  sent  out 
information. 

Senator  Kennedy.  Do  you  have  copies  of  this  information? 

Dr.  Hutcheson.  No. 

Senator  Kennedy.  Could  you  submit  it  ? 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  The  information  that  you  forward  will  be  placed 
in  the  record. 

[The  following  was  subsequently  supplied  for  the  record:] 
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Winfield  Dunn 
Governor 


Eugene  W   Fowinkle,  M  D  ,  An  P  H 
Conwntstion*r 


STATE    OF    TENNESSEE 

DEPARTMENT    OF    PUBLIC    HEALTH 
N  ASHVI  LLE    372  1  9 

February  22,   1973 


Senator  Edward  M.  Kennedy,  Chairman 
Senate  Health  Subcommittee 
4226  Dirks  en  Building 
Washington,   D.  C.       20510 

Dear  Senator  Kennedy: 

This  letter  is  a  follow-up  to  my  testimony  on  February  21,   1973. 
You  asked  three  questions  for  which  I  had  no  answers  with  me  at  the 
hearing.     You  asked  that  I  send  the  answers  or  material  when  I 
returned  to  Nashville.     Here  they  are: 

(1)  You  wanted  the  material  sent  by  us  to  Health  Department 
Family  Planning  Clinics  regarding  Depo-provera.     You  will 
find  a  six  page  document  which  was  sent  out  in  October  1971. 
In  addition,  the  Department  had  an  all  day  workshop  for 
directors  of  clinics  using  Depo-provera  on  July  30,   1970  at 
Paris  Landing  State  Park  (Tennessee). 

(2)  You  wanted  to  know  what  percent  of  Depo-provera  was 
distributed  in  what  manner.     We  have  records  only  for  Depo- 
provera  in  Tennessee  purchased  by  the  Department.     Until 
December  1972,    95%  of  the  Depo-  provera  paid  for  by  us  was 
ordered  by  us  but  shipped  directly  to  the  clinics  by  Upjohn. 
Since  December  1972,    95%  of  the  Depo-provera  paid  for  by  us 
has  been  ordered  by  us,   shipped  to  us  centrally,   and  then 
shipped  by  us  to  the  clinics. 

(3)  You  asked  at  which  medical  meeting  for  Public  Health 
workers  was  the  use  of  Depo-provera  discussed.     I  told  you 
the  American  Public  Health  Association.     While  that  is  true 
in  a  small  way,   I  find  that  Depo-provera  was  discussed  at 
great  length  by  the  American  Association  of  Planned  Parent- 
hood physicians  at  a  fairly  recent  meeting  in  Detroit.     Your 
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Senator  Edward  M.  Kennedy 


2- 


February  22,   1973 


staff  should  be  able  to  get  copies  of  the  written  material 
produced  at  their  meeting  about  Depo-provera  by  writing 
A.  A.  P.  P.  P. ,   810  Seventh  Avenue,   New  York,   N.   Y.     10019. 


Sincerely  yours, 


</- 


Robert  H.   Hutcheson,   Jr. ,  M.  D. 
Assistant  Commissioner 


RHHJr:tc 

CC:    A.  A.  P.  P.P. 
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Senator  Kennedy.  Do  you  have  any  followup,  any  monitoring  of 
the  people  to  whom  you  give  the  drug? 

Dr.  Hutcheson.  The  monitoring  is  handled  by  the  individual 
clinics,  and  I  would  believe  that  this  perhaps  varies  from  one  to  an- 
other in  exactly  what  is  monitored. 

We  encourage  and  nearly  always  get  patients  returning  to  clinics 
approximately  every  3  months  who  are  on  the  product,  and  they 
are  interviewed  at  length  by  both  public  health  nurses  and  the  clinic 
physician. 

We  have  encouraged  this  and  tried  to  give  clinic  personnel  help  in 
this  interview  process. 

Senator  Kennedy.  Does  the  State  health  department  have  any  on- 
going process  by  which  to  monitor  the  use  of  this  drug  in  its  family 
planning  practice  ? 

Dr.  Hutcheson.  We  are  monitoring  where  it  is  being  used  geo- 
raphically. 

Senator  Kennedy.  Do  you  have  any  of  those  reports? 

Dr.  Hutcheson.  No,  but  I  can  tell  you  that  while  we  were  at  1,400 
patients,  we  are  now  down  to  942,  and  I  think  that  this  shows  perhaps 
the  effectiveness  of  the  FDA  change  in  October,  because  it  was  in  Octo- 
ber 1972  they  changed  their  package  insert,  and  this  package  insert 
has  perhaps  had  a  big  effect  on  the  program  since  patient  load  has  gone 
from  1,400  to  942. 

Senator  Kennedy.  What  was  in  the  information  ? 

Dr.  Hutcheson.  In  the  information  it  pointed  out  that  the  drug 
was  not  approved  by  the  FDA  for  birth  control. 

Senator  Kennedy.  And  that  brought  a  reduction  of  approximately 
one-third  ? 

Dr.  Hutcheson.  Well,  it  was  coincidental  with  it. 

Senator  Kennedy.  Do  your  doctors  tell  any  of  the  patients  that 
Depo-Provera  has  not  been  approved  by  the  Food  and  Drug  Admin- 
istration for  birth  control  purposes? 

Dr.  Hutcheson.  Oh,  yes.  I  think  you  have  demonstrated  today  that 
they  do  not  always  tell  it  to  all  the  patients. 

Senator  Kennedy.  It  is  not  on  the  consent  form,  is  it,  that  this  use 
is  not  approved  by  the  Food  and  Drug  Administration  ? 

Dr.  Hutcheson.  You  are  right. 

Senator  Kennedy.  Do  you  think  it  should  be  ? 

Dr.  Hutcheson.  I  do  not  know.  Do  you  think  it  should  be? 

Senator  Kennedy.  Yes. 

Dr.  Hutcheson.  Okay,  you  have  talked  me  into  it.  [Laughter]. 

Senator  Kennedy.  Do  you  know  if  other  States  are  using  the  drug? 

Dr.  Hutcheson.  I  believe  they  are  in  Georgia,  but  I  do  not  know 
for  sure ;  but  I  heard  they  were. 

Senator  Kennedy.  Is  that  the  only  other  place  ? 

Dr.  Hutcheson.  No.  There  is  some  being  used  in  some  other  States, 
but  I  have  no  personal  knowledge  of  it  in  any  other  States,  but  in 
meetings  people  talk  about  it. 

Senator  Kennedy.  Do  you  have  a  national  association  of  the  various 
States?  Do  these  people  get  together  and  talk  about  the  problems 
associated  with  these  issues  ? 

Dr.  Hutcheson.  Yes. 


91 

Senator  Kennedy.  Do  you  know  if  the  use  of  Depo-Provera  has 
been  on  the  agenda  at  all  ? 

Dr.  Hutcheson.  I  believe  that  this  may  have  been  at  the  American 
Public  Health  Association,  but  I  do  not  recall  which  year  that  they 
may  have  had  this  on.  Also  the  American  Association  of  Planned 
Parenthood  Physicians  at  their  Detroit  meeting. 

Senator  Kennedy.  I  suppose  Upjohn  would  know  that  ? 

Dr.  Hutcheson.  I  do  not  know  that  they  would  or  would  not,  but 
I  think  one  man  will  be  testifying  from  Upjohn. 

Senator  Kennedy.  When  you  send  out  your  purchase  order,  to 
whom  is  the  drug  sent?  Is  it  sent  to  the  Department  of  Health,  State 
of  Tennessee,  or  is  it  sent  to  the  family  planning  clinics? 

Dr.  Hutcheson.  In  most  cases  it  is  sent  to  the  department  of  public 
health;  in  some  cases  it  is  sent  directly  to  the  clinics  because  the 
clinics  can  order  using  the  same  State  contract,  and  we  do  have  the 
ability  to  drop  shift  to  the  clinics. 

Senator  Kennedy.  Can  you  give  us  anv  breakdown  as  to  what  per- 
centage goes  to  the  department  and  what  goes  out  to  the  clinics  ? 

Dr.  Hutcheson.  All  that  comes  to  the  department  is  then  shipped 
out  to  the  clinics. 

Senator  Kennedy.  Right,  but  can  you  tell  us  what  percentage  of  the 
family  planning  clinics  get  direct  access  to  the  material,  and  what 
percentage  get  it  through  the  department  of  health  ? 

Dr.  Hutcheson.  I  really  do  not  know.  It  would  be  in  the  files. 

Senator  Kennedy.  When  you  return,  could  you  send  that  to  us? 
You  understand  what  I  am  trying  to  find  out :  what  percentage  of  the 
drug  is  mailed  directly  to  the  family  planning  clinics  and  what  per- 
centage goes  in  bulk  form  to  the  Department  of  Health  of  Tennessee. 

Dr.  Hutcheson.  Even  that  comes  in  bulk  form.  It  is  used  to  fill  pre- 
scriptions. I  am  not  sure  what  you  are  driving  at,  but  I  will  be  glad 
to  trv  to  give  you  the  information. 

Senator  Kennedy.  What  are  the  demographic  characteristics  of  the 
population  of  the  State  family  planning  clinics?  Are  they  upper  class? 

Dr.  Hutcheson.  Twenty  percent  are  currently  on  welfare,  and  80 
percent  are  currently  not  on  welfare. 

Senator  Kennedy.  What  would  you  say  was  the  financial  median  of 
the  groups  ? 

Dr.  Hutcheson.  I  would  sav  that  the  financial  median  is  prob- 
ablv  at  the  level  of  the  working  poor,  that  is,  the  people  who  do  not 
make  a  lot  of  monev  but  who  are  working. 

We  do  not  have  eligibility  reouirements  in  Tennessee,  that  is,  we 
do  not  have  economic  barriers  to  service. 

Senator  Nelson.  The  drug  has  been  approved  bv  the  FDA  for  use 
for  birth  control  purposes  for  10  years  under  an  IND ;  is  that  correct  ? 

Dr.  Hutcheson.  I  believe  that  is  right. 

Senator  Nelson.  After  the  discoverv  that  the  drug  inducer!  carci- 
noma in  certain  circumstances  in  dogs,  then  the  FDA  required  in- 
formed consent  indicating  that,  it  did  cause  mammary  tumors  in 
animals. 

Did  I  understand  that  these  birth  control  clinics  are  not  informing 
the  user,  giving  the  user  the  same  information  that  the  FDA  re- 
quires if  they  are  operating  under  an  IND  ? 
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Dr.  Hutcheson.  Good  point.  We  applied  to  the  FDA  to  let  them 
regulate  us,  and  they  would  not  do  it,  you  see. 

Senator  Nelson.  I  am  a  little  puzzled  about  this.  The  FDA  has 
permitted  the  use  of  this  drug  for  birth  control  purposes  under  an  IND 
for  ten  years.  Why  did  they  turn  down  the  application  for  the  clinics 
in  your  State  ? 

Dr.  Hutcheson.  I  do  not  know,  but  it  would  be  useful  to  find  out 
from  the  FDA  representatives  here  if  they  are  turning  all  of  them 
down,  or  if  they  are  just  turning  ours  down. 

They  could  have  told  us  perhaps  if  we  did  not  meet  their  require- 
ments— and  I  know  a  Federal  agency  must  have  quite  a  large  book 
of  requirements  that  need  to  be  met — they  could  perhaps  educate  us  in 
the  things  we  need  to  do  to  get  the  IND,  but  we  have  problems. 

Senator  Nelson.  Do  these  clinics  apply  directly  to  the  FDA  for 
an  IND,  or  was  the  Upjohn  Co.  applying  or  assisting  in  applying  for 
an  IND? 

Dr.  Hutcheson.  I  do  not  know. 

Senator  Nelson.  They  did  not  give  any  reason  that  you  know  of 
for  turning  down  the  application  ? 

Dr.  Hutcheson.  That  is  right. 

Senator  Nelson.  Since  they  have  approved  it  for  this  purpose,  for 
investigation  purposes,  for  ten  years 

Dr.  Hutcheson.  Yes,  it  would  seem  that  they  would  have  given  an 
IND  number,  and  then  we  would  have  had  to  go  by  every  rule  and 
regulation  they  have,  and  they  could  have  had  us  there. 

Senator  Nelson.  It  may  be  that  they  wished  to  limit  the  number  of 
experimental  cases. 

Dr.  Hutcheson.  That  could  be.  You  know,  Senator  Nelson,  If  I  may, 
you  brought  up  the  issue  of  Chloromycetin  this  morning — how  Cor- 
mycin  can  be  quite  dangerous  if  it  is  used  on  a  widespread  basis — 
also  you  mentioned  ordinary  antibiotics  were  often  used  in  nonap- 
proved  ways. 

I  would  imagine  from  talking  to  colleagues  in  Tennessee  that  there 
must  be  hundreds  of  thousands  of  persons  who  receive  antibiotics  for 
such  indications  as  viral  infections,  and  this  is  not  approved  by  the 
FDA.  The  problem  with  Depo-Provera  may  be  a  tiny  problem  com- 
pared to  the  problem  you  brought  up  of  antibiotics. 

Senator  Nelson.  I  would  say  it  probably  is,  but  they  are  two  dif- 
ferent indications.  One  is  the  case  of  a  drug  being  approved  and  in  the 
marketplace,  and  the  doctor  proceeding  because  of  his  lack  of  informa- 
tion to  use  it  for  the  wrong  purpose. 

Now,  the  doctors  who  are  using  this  drug  know  what  purpose  they 
are  using  it  for.  The  doctor  who  gives  an  antibiotic  for  a  viral  infec- 
tion from  a  common  cold,  if  that  is  the  purpose  for  which  he  gave  it, 
just  does  not  know  any  better,  because  it  does  not  affect  any  common 
cold  virus. 

If  he  is  giving  it  prophylactically  in  an  uncomplicated  hernia  oper- 
ation, then  I  think  almost  every  panel  of  medical  experts  in  this  coun- 
try would  say  that  is  bad  medical  practice. 

But  in  this  case  they  are  using  it — they  know  the  purpose  for  which 
they  are  using  it,  and  I  am  just  curious  as  to  why  they  would  do  it 
without  an  IND. 
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Dr.  Hutcheson.  I  think,  Senator,  that  they  feel  they  are  in  a  very 
bad  position.  I  think  they  feel  that  they  really  need  more  research.  We 
need  a  safe,  effective,  completely  safe,  completely  effective  contracep- 
tive that  is  very  easv  to  use,  and  that  is  very  well  accepted  by  all  the 
people  coming  in  and  wanting  the  product. 

We  need  this,  and  we  do  not  have  it,  and  so  sometimes  in  these  special 
situations  it  is  either  this  or  nothing. 

If  we  could  have  more  research  in  this  area,  perhaps  we  could 
eliminate  this.  It  would  seem  it  would  be  very  helpful  if  we  had  better 
methods. 

Senator  Kennedy.  But  of  course  yours  is  not  a  research  program. 

Dr.  Hutcheson.  No,  I  am  not  asking  research  money  for  us,  but  I 
am  asking  for  research  money  for  those  in  the  business  of  research  so 
that  we  can  have  an  approved,  safe  contraceptive.  We  need  this. 

Senator  Kennedy.  It  is  a  research  drug,  nevertheless. 

Dr.  Hutcheson.  Yes,  it  is,  and  yet  is  has  been  made  available 
through  a  loophole,  if  you  like,  and  it  is  licensed  for  other  use  by  the 
Food  and  Drug  Administration  but  not  for  this  use. 

Senator  Kennedy.  Not  for  this  use. 

Dr.  Hutcheson.  Yes. 

Senator  Kennedy.  Does  the  department  of  health  feel  it  has  a  re- 
sponsibility to  monitor  the  drug  Depo-Provera  ? 

Dr.  Hutcheson.  Would  you  define  "monitor"  so  that  I  know  what 
you  mean  ? 

Senator  Kennedy.  After  you  know  which  clinics  are  receiving  the 
drug,  there  are  periodic  examinations  of  the  people  taking  it.  Are  the 
results  of  those  examinations  followed  up  generally  ? 

Dr.  Hutcheson.  This  is  being  done.  What  you  describe  is  being 
done. 

Senator  Kennedy.  This  is  being  done  by  the  State  department  of 
health? 

Dr.  Hutcheson.  Part  of  the  record  is  available  centrally.  The  en- 
tire patient's  record  is  available  in  one  place,  and  we  have  access  to 
all  of  it. 

Senator  Kennedy.  You  do  a  followup  on  this  too,  after  you  get  the 
drug  ? 

Dr.  Hutcheson.  Oh,  yes ;  but  much  of  the  followup  is  done  by  the 
county  clinic  itself. 

Senator  Kennedy.  Not  by  the  department? 

Dr.  Hutcheson.  Yes,  but  we  have  a  very  close  relationship  to  these 
clinics  providing  the  service. 

Senator  Kennedy.  Do  you  know  anything  about  Anna's  medical 
record  ? 

Dr.  Hutcheson.  I  do  not  have  it  with  me.  I  can  get  it. 

Senator  Kennedy.  Is  that  in  the  local  family  clinic  or  is  that  in 
the  State  department  of  health  ? 

Dr.  Hutcheson.  An  abbreviated  part  of  her  record  is  at  the  State 
health  department.  The  complete  record  is  at  the  health  department. 

Senator  Kennedy.  This  morning  you  heard  her  testify  to  the  ner- 
vousness and  irritability  that  she  experienced. 

Dr.  Hutcheson.  No.  That  part  of  it  we  would  not  have. 

Senator  Kennedy.  Thank  vou  very  much  for  your  testimony. 

Our  next  witness  is  Dr.  James  Brown,  of  the  Arlington  Hospital 
&  School  where  he  is  superintendent. 
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STATEMENT  OF  JAMES  S.  BROWN,  M.D.,  SUPERINTENDENT, 
ARLINGTON  HOSPITAL  AND  SCHOOL,  ARLINGTON,  TENN. 

Dr.  Brown.  Senator,  Dr.  Mogan  could  not  be  with  us  today. 

I  would  like  to  clarify  a  couple  things,  at  least  in  terminology, 
as  I  listened  to  the  hearings  this  morning.  We  keep  referring  to 
Depo-Provera  as  an  experimental  drug.  It  has  never  been  our  under- 
standing that  it  is  an  experimental  drug,  and  our  use  of  Depo- 
Provera  has  not  been  within  the  context  or  the  framework  of  the 
way  we  would  go  about  doing  an  experimental  study  if  we  did  one. 

Senator  Kennedy.  Just  to  clarify  our  terms.  Dr.  Edwards  indicates 
Depo-Provera  is  an  experimental  drug  for  the  purpose  of  birth  con- 
trol. 

Dr.  Brown.  What  is  an  experimental  drug?  If  you  have  a  drug 
such  as  Depo-Provera  that  is  licensed  for  human  use  at  a  certain  dose, 
and  for  certain  indications,  is  it  experimental  ? 

This  is  the  question  in  my  mind.  Is  it  experimental  again  for  an- 
other indication  that  you  are  using  it  for  in  human  beings? 

Senator  Kennedy.  Dr.  Brown,  Dr.  Edwards  just  said  this  morning 
it  is  not  to  be  used  for  birth  control  purposes. 

Dr.  Brown.  He  said  the  FDA  has  not  licensed  it  for  birth  control 
purposes. 

Senator  Kennedy.  That  is  right. 

Dr.  Brown.  Senator,  I  am  not  an  expert  on  Depo-Provera.  As  a 
pediatrician  and  as  an  administrator  I  would  like  to  tell  you  about 
our  problem  and  what  we  did  and  how  we  went  about  it. 

In  1969,  anticipating  the  opening  of  a  new  residential  facility  for 
the  mentally  retarded  of  West  Tennessee,  the  facility's  staff  sought 
to  arrive  at  some  policy  concerning  voluntary  birth  control.  Since  our 
population  was  to  consist  of  some  80  percent  profoundly  and  severely 
retarded  residents,  a  large  number  of  whom  were  multiply  handi- 
capped, we  were,  therefore,  also  concerned  with  menstrual  periods 
as  they  affected  the  residents'  hygiene  and  general  health. 

"Our  gynecological  consultant,  Dr.  Alan  Platkin,  Clinical  Instruc- 
tor of  Obstetrics  and  Gynecology,  University  of  Tennessee  College 
of  Medicine,  joined  with  us  in  seeking  information  from  other  gyn- 
ecological specialists,  and  the  exeprience  of  other  similar  facilities. 
The  Tennessee  Department  of  Mental  Health  guidelines  and  policies 
were  consulted,  and  the  advice  and  counsel  of  our  Parent-Guardian 
Association  were  sought. 

These  are  our  sort  of  PTA,  the  parents  of  our  residents. 

The  University  of  Tennessee  College  of  Medicine,  with  whom  we 
are  affiliated,  through  its  chairman  of  obstetrics  and  gynecology,  Dr. 
Stewart  Fish,  participated  in  this  process.  We  were  advised  by  our 
medical  specialists  that  quarterly  injections  of  an  progestational  prod- 
uct of  the  Upjohn  Company,  Depo-Provera,  while  not  specifically 
licensed  for  the  purposes  mentioned  above,  would  safely  control 
menstruation  and  serve  as  a  contraceptive  should  sexual  exposure  oc- 
cur. We  solicited  experience  from  other  institutions  and  received  very 
positive  recommendations  from  the  Mexia  State  Hospital  and  School 
in  Mexia,  Texas,  where  considerable  experience  was  reported. 
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In  the  spring  of  1970,  with  the  approval  of  our  commissioner,  a 
letter  was  sent  to  the  parents  or  guardians  of  all  post-pubertal  girls, 
explaining  and  proposing  the  use  of  this  agent.  Initially,  before,  the 
program  was  instituted,  we  requested  all  of  these  parents  and  guard- 
ians to  attend  a  Sunday  afternoon  meeting  at  our  facility  to  receive 
more  information,  and  discuss  the  proposal.  We  had  about  an  hour's 
discussion,  and  I  think,  if  I  am  not  mistaken,  there  were  91  parents. 

Senator  Kennedy.  Do  you  have  a  copy  of  that  letter  2 

Dr.  Brown.  Yes,  I  think  we  have  one. 

Senator  Kennedy.  Would  you  make  that  available  ? 

Dr.  Brown.  I  certainly  will. 

[The  letter  referred  to  follows :] 
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BUFORO    EU-INGTON 
GOVERNOR 


FRANK   H.   LUTON.    M.D. 

COMMISSIONER 


STATE  OF 
DEPARTMENT  OF 


JAMES   8.    BROWN.    H.D. 
SUPERINTENDENT 


TENNESSEE 
MENTAL  HEALTH 


ARLINGTON  HOSPITAL  AND  SCHOOL 

P.  O.   BOX  399 
ARLINGTON.   TENNESSEE   38002 


Dear 


Arlington  Hospital  and  School  now  has  380  residents  and  is  admitting 
new  ones  monthly.   We  are  finding  the  task  of  giving  maximum  care 
and  training  to  this  number  a  great  one  and  now  are  attempting  to 
devise  means  of  reducing  the  time  required  in  certain  areas  of  nursing 
care  in  order  to  devote  more  time  to  other  areas  that  would  be  of 
greater  ultimate  benefit  to  our  residents. 

One  area  to  which  we  have  given  considerable  thought,  and  about  which 
we  have  sought  consultation  from  specialists  in  this  field,  is  that 
of  reducing  time  in  taking  care  of  the  personal  hygiene  of  females 
here  who  are  having  menstrual  periods.   A  drug,  depo-provera,  has  been 
used  in  other  institutions  such  as  ours  to  prevent  ovulation  and 
menstrual  periods.   This  drug  has  been  approved  by  the  Federal  Drug 
Administration  and  is  being  marketed  as  a  safe  drug.   This  drug  will 
be  injected  at  3  month  intervals.   Another  effect  of  the  drug  will 
be  to  prevent  pregnancy  in  the  event  of  exposure.   While  every  effort 
is  being  made  at  Arlington  Hospital  and  School  to  prevent  exposure, 
many  of  these  girls  will  be  away  from  Arlington  Hospital  and  School 
on  weekends  and  we  cannot  be  responsible  for  their  actions  during  their 
absence. 

Before  initiating  the  described  program,  I  want  to  meet  with  the 
parents  of  the  girls  involved  to  explain,  in  more  detail,  our  program, 
to  answer  any  questions  concerning  this  and  to  get  permission  from 
parents  before  entering  your  daughter  into  this  program. 

I  have  set  the  date  for  meeting  with  you  parents  for  such  a  discussion 
on  Sunday,  April  5,  1970,  at  2:00  P.M.  in  the  auditorium  at  Arlington 
Hospital  and  School.   I  urge  all  parents  to  be  present  in  order  that 
we  may  obtain  maximum  understanding  and  cooperation.   This  program  is 
being  set  up  for  the  purpose  of  offering  the  best  nursing  care,  comfort, 
training  and  protection  for  your  girls. 
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I  shall  look  forward  to  having  you  attend  the  meeting  on  Sunday, 
April  5,  1970,  at  2:00  P.M.  and  feel  that  it  is  very  important 
that  you  attend. 

Sincerely, 

Edward  N.  Mogan,  M.  yJ.  ' 

Director,  Clinical  Services 


ENM/b 
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Dr.  Brown.  Our  higher  level  girls  were  -counseled  with  to  explain 
the  menstrual  and  contraceptive  effects.  We  have,  however,  very  few 
higher  level  girls.  Subsequent  admissions  were  informed,  and  consent 
was  requested. 

Acceptance  has  been  almost  unanimous,  and  quarterly  intramus- 
cular injections  of  150  mgms  were  begun.  We  established  special 
monthly  gynecology  clinics  under  the  supervision  of  Dr.  Platkin  to 
ensure  yearly  pelvic  and  breast  examinations  and  Papanicolaou 
smears.  At  the  present  time,  181  female  residents  at  Arlington  Hos- 
pital and  School  (total  population:  638)  are  receiving  Depo-Provera 
injections  of  150  mgms,  intramuscularly,  at  three  months'  intervals. 

Medical  supervision  and  observation  of  this  population  is  necessarily 
close,  and  no  significant  side-effects  have  been  observed.  Appended 
are  individual  statements  of  supervising  physicians.  No  pregnancy 
has  occurred  in  any  resident  after  admission  to  the  facility. 

It  was  our  impression  that  the  risks  accepted  with  the  use  of  this 
agent  paralleled  the  risks  with  other  progestational  hormones,  and 
that  a  major  objection  to  its  more  wide  use  was  the  possibility  of  pro- 
longed infertility  after  discontinuance,  up  to  18  months  or  more  fol- 
lowing serial  use. 

We  noted  later  after  we  received  the  information  that  beagle  hounds 
had  developed  tumors  in  some  18  instances  with  the  agent,  our  public 
health  nurses  were  advised  to  explain  prolonged  infertilitv  to  each 
individual  parent,  and  the  possibility  that  in  certain  beagle  hounds 
certain  tumors  of  the  breast  had  occurred,  but  not  in  humans. 

We  note  that  the  FDA  has  changed  the  stated  indications  for  1973 — 
I  was  just  aware  of  it  myself  last  week — and  added  a  warning  that 
the  product  is  still  under  investigation  for  contraceptive  use  because 
of  unresolved  questions  concerning  its  safety  for  this  indication. 

Our  consultants  have  continued  to  advise  us  to  maintain  this  pro- 
gram. They  are  being  requested  to  again  review  the  clinical  data  con- 
cerning Depo-Provera  and  to  submit  a  current  recommendation  to 
us  concerning  its  safety  and  efficacy. 

I  have  included  our  permits  and  two  reports. 

One  of  the  things,  Senator,  I  suppose  vou  are  probably  very  aware 
of,  that  staffs  of  mental  retardation  facilities  and  other  people  who  are 
trying  to  serve  the  retarded  have  the  problem  of  human  rights,  in- 
formed consent  in  manv  cases,  we  have  really  no  advocates. 

At  the  Arlington  Hospital  and  School  we  have  no  (court)  com- 
mitted residents,  and  even  though  we  do  have  some  individual  res- 
idents at  Arlington,  where  we  really  do  not  have  a  next-of-kin,  we 
try  to  provide  some  custody,  and  even  though  the  welfare  have  custody, 
so  as  to  have  adequate  custody  for  each  child. 

We  have  currently  (after  checking  our  records)  119  out  of  181 
signed  permits,  as  you  have  read.  I  am  looking  into  the  matter  of  how 
many  of  the  remainder  have  not  been  obtained  in  writing,  and  how 
many  of  the  remainder  have  no  next-of-kin. 

We  have  many  individuals  in  the  facility,  mainlv  older  residents, 
who  were  transferred — who  were  originally  West  Tennesseans 
and  were  transferred  when  we  opened  our  new  facility — from  middle 
Tennessee. 

The  problem  of  informed  consent  is  a  problem  that  we  have,  and 
we  need  a  lot  of  help  particularly  in  this  area,  as  you  are  well  aware. 
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We  need  in  many  cases  very  good  legal  advice,  which  we  have  none, 
not  only  in  our  facility  but  none  in  the  State. 

There  are  many  factors  involving  the  rights  of  the  retarded  which 
are  very  unclear.  We  need  guidance  and  help  here,  too. 

Senator  Kennedy.  Did  you  ask  your  attorney  general  for  any  help 
and  assistance? 

Dr.  Brown.  Yes.  Many,  many  times  we  have,  and  there  just  is 
not  any  body  of  law  apparently  in  this  area  anywhere  in  the  country, 
and  it  is  something  we  are  all  on  a  nationwide  basis  trying  to  cope 
with. 

I  would  be  very  happy  if  the  FDA  and  the  experts  across  the  country 
who  advocate  Depo-Provera  as  a  safe  and  efficacious  drug  for  human 
use  resolve  their  differences  and  come  to  some  conclusion,  so  that 
many  of  us  who  are  in  the  middle  and  need  guidance  and  help  can 
have  it. 

Senator  Kennedy.  As  I  understand  your  situation,  you  are  caught 
in  a  dilemma :  the  Food  and  Drug  Administration  has  not  approved 
Depo-Provera  for  one  purpose  for  which  it  is  being  used,  and  yet  your 
consultants  to  the  schools  have  indicated  to  you  that  this  use  is  an 
acceptable  means  to  achieve  the  ends  which  you  have  outlined  in  your 
statement;  is  that  correct? 

Dr.  Brown.  Yes,  sir. 

Senator  Kennedy.  So  you  are  caught  in  between,  as  you  mentioned 
here.  You  hope  that  the  people  using  this  for  unauthorized  purposes 
and  those  at  the  FDA  will  be  able  to  resolve  their  differences? 

Dr.  Brown.  Quickly. 

Senator  Kennedy.  What  are  you  going  to  do  in  the  meantime? 

Dr.  Brown.  I  am  going  to  continue  the  program  until  my  consult- 
ants, in  consultation  with  the  FDA  and  the  drug  company,  advise  us 
that  we  can  meet  and  go  over  the  situation  with  not  only  our  staff 
members  but  outside  people,  particularly  our  parents. 

We  will  completely  revise  our  information  to  all  parents,  and  this 
program  will  commence  immediately. 

Senator,  I  do  not  think  that  anyone  has  given  you  any  information 
on  the  unsafety  of  the  drug  for  human  use.  We  do  not  have  it  either. 
If  we  could  get  it,  we  would  stop  the  drug  today. 

Senator  Kennedy.  The  Food  and  Drug  Administration,  which  is 
the  present  regulatory  agency,  which  has  the  resources — financial  and 
research  resources — to  make  these  judgments,  has  indicated  that  it  has 
not  approved  this  for  this  purpose. 

Your  consultants  have  reached  other  conclusions.  What  we  must 
determine  is  whether  we  are  going  to  have  individual  doctors  using 
these  various  drugs,  or  State  agencies  in  effect  substituting  their  judg- 
ment for  the  judgment  of  the  Food  and  Drug  Administration. 

Should  that  be  permitted  ? 

Dr.  Brown.  I  would  suggest  perhaps  that  if  there  is  this  much  doubt 
in  their  minds,  they  should  remove  the  drug  for  all  purposes. 

Senator  Kennedy.  "Why  is  that  necessary?  They  have  approved  it 
for  terminal  cases  of  cancer,  which  are  entirely  different. 

Dr.  Brown.  Yes.  The  original  indication  that  I  remember  was  for 
endometriosis  and  for  threatened  abortion  when  Ave  started.  I  think 
they  have  started  recommending  it  for  threatened  abortion  and  in- 
cluded another  indication  in  the  last  year  or  two  in  metastatic  carci- 
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noma  of  the  uterus.  If  it  is  safe  to  use  in  endometriosis  or  threatened 
abortion  in  human  beings,  why,  I  would  like  to  know,  is  it  not  safe  as 
a  contraceptive?  I  am  not  an  expert,  sir,  and  I  am  just  asking.  I  want 
this  information. 

Senator  Kennedy.  The  FDA  says  there  is  an  unresolved  question  of 
safety.  That  is  the  FDA's  clinical  conclusion  on  it. 

Dr.  Brown.  Yes.  This  was  the  October  decision  I  believe,  was  it 
not? 

Senator  Kennedy.  Yes.  You,  or  at  least  the  clinical  researchers  in 
Tennessee,  have  reached  different  conclusions. 

Dr.  Brown.  Well,  certainly,  if  there  is  any  question  about  its  safety 
and  the  FDA  had  not  told  me  what  it  is,  my  consultants  would  cer- 
tainly find  out  and  advise  us,  and  we  would  take  our  people  off  the 
drug.  I  think  we  still  have  not  quite  established  this,  Senator  Kennedy. 

Senator  Kennedy.  You  what  ? 

Dr.  Brown.  I  am  not  sure  we  have  established  what  this  is,  at  least 
so  far  as  communicating  is  concerned. 

Senator  Kennedy.  Do  you  think  physicians  should  independently 
be  able  to  decide  whether  or  not  a  drug  is  safe  ? 

Dr.  Brown.  No,  I  do  not.  I  certainly  do  not. 

Senator  Kennedy.  Is  this  not  really  what  has  happened  here? 

Dr.  Brown.  Well,  I  do  not  think  the  FDA  has  said  it  was  unsafe. 

Senator  Kennedy.  Unresolved  questions  of  safety?  You  say  there 
is  a  significant  doubt,  a  serious  doubt. 

Dr.  Brown.  That  is  correct. 

Senator  Kennedy.  That  doubt  on  the  part  of  the  Food  and  Drug 
Administration  is  in  no  way  reflected  in  your  consent  form,  is  it  ? 

Dr.  Brown.  No,  it  is  not. 

Senator  Kennedy.  Is  this  injection  given  only  to  the  retarded  in 
the  State  institution? 

Dr.  Brown.  In  our  facility,  yes,  sir,  all  of  our  residents  are  retarded. 

Senator  Kennedy.  How  do  you  decide  ?  Do  you  give  it  to  all  ? 

Dr.  Brown.  No.  All  our  post-pubertal  girls  with  the  approval  of 
parents  received. 

Senator  Kennedy.  So  if  you  get  approval,  any  retarded  girls  can 
get  the  drug. 

Dr.  Brown.  In  our  facility  as  residents. 

Senator  Kennedy.  Is  the  drug  used  in  other  facilities  ? 

Dr.  Brown.  I  am  not  sure,  Senator.  I  know  they  use  it  in  Texas. 
This  is  where  we  got  some  information. 

Senator  Kennedy.  In  your  State  ? 

Dr.  Brown.  Yes,  and  in  our  State  I  am  not  certain  really.  I  think 
that  they  may  use  it  in  the  Greene  Valley  Institute,  but  I  do  not  know 
the  extent  or  nature  of  their  program. 

Senator  Kennedy.  Why  is  it  used  for  the  retarded  and  not  for 
others  ? 

Dr.  Brown.  As  I  said,  the  problem  of  providing  birth  control,  and 
also  the  problem  of  menstrual  periods,  in  a  facility,  among  the  very 
severely  retarded,  is  a  considerable  problem.  It  is  one  we  agonize  over 
from  the  standpoint  of  the  normalization  principle,  and  try  to  weigh 
the  benefits  of  obliterating  menstruation  to  the  resident,  as  compared 
with  the  benefits  to  the  staff. 


101 

We  have  had  many  discussions  of  this  recently  in  our  new  institution 
for  the  mentally  retarded,  Arlington  Hospital  and  School,  which  has 
just  gotten  standards,  from  the  joint  commission  on  accreditation  of 
residential  facilities  for  the  retarded,  for  the  first  time  in  history.  We 
have  completed  a  very,  very  voluminous  self-assessment,  and  this  was 
one  of  the  problems  that  we  tackled. 

Senator  Kennedy.  Is  it  given  also  to  the  ambulatory  retarded  ? 

Dr.  Brown.  Yes.  Parents  and  guardians  seek  birth  control  for  the 
retarded.  They  seek  it  sometimes  themselves.  We  have  a  policy  of  en- 
couraging about  150  to  200  of  our  residents  to  be  at  home  each  week- 
end. We  have  a  great  many  of  our  residents  who  have  a  history  of 
sexual  exploitation,  and  this  birth  control  is  deemed  important  to  most 
parents  and  guardians. 

Senator  Kennedy.  What  is  the  median  income  of  the  people  ? 

Dr.  Brown.  In  our  facility  ?  We  are  in  fact  the  only  facility  in  west 
Tennessee,  and  we  have  people  from  indigent  to  rich. 

Senator  Kennedy.  How  would  you  break  it  down  ? 

Dr.  Brown.  About  like  the  population,  Senator,  I  would  guess.  I 
do  not  know  precisely. 

Senator  Kennedy.  As  to  race? 

Dr.  Brown.  About  50-50  in  our  community — 48  and  52. 

Senator  Kennedy.  Finally,  how  did  you  obtain  the  drug? 

Dr.  Brown.  We  simply  ordered  it  from  the  company  on  a  purchase 
order  like  we  do  all  other  drugs. 

Senator  Kennedy.  From  Upjohn? 

Dr.  Brown.  Yes,  sir. 

Senator  Kennedy.  Do  they  know  where  they  are  sending  it  ? 

Dr.  Brown.  Surely.  Our  facility  is  named  the  Arlington  Hospital 
and  School,  Arlington,  Tenn. 

Senator  Kennedy.  Do  they  have  any  idea  why  you  want  it,  do  you 
know  ? 

Dr.  Brown.  I  do  not  know. 

Senator  Kennedy.  Have  they  ever  bothered  to  ask? 

Dr.  Brown.  No  ;  not  to  my  knowledge. 

Senator  Kennedy.  Thank  you  very  much.  We  appreciate  very  much 
your  coming  up. 

Our  last  witness  this  morning  is  Dr.  William  N.  Hubbard,  Jr.  Dr. 
Hubbard  is  the  executive  vice  president  of  the  Upjohn  Co.  of  Kala- 
mazoo, Mich.  Among  many  other  activities  in  the  area,  Dr.  Hubbard 
has  been  a  member  of  the  study  section,  Heart  Program  Project  Com- 
mittee on  the  National  Institutes  of  Health,  a  regent  of  the  National 
Library  of  Medicine  and  chairman  of  the  board  of  regents  from  1965- 
1967,  and  a  consultant  to  the  Public  Health  Service  Division  of  Hos- 
pitals and  Medical  Facilities.  He  was  on  the  board  of  directors  at 
Upjohn  in  1968,  was  vice  president  and  general  manager  of  the  Phar- 
maceutical Division  in  1970,  and  became  executive  vice  president  of 
Upjohn  in  1972. 

Dr.  Hubbard,  thank  you  for  taking  the  time  to  be  with  us  this 
morning. 
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STATEMENT  OF  W.  N.  HUBBARD,  JR.,  M.D.,  EXECUTIVE  VICE 
PRESIDENT,  UPJOHN  CO.,  KALAMAZOO,  MICH. 

Dr.  Hubbard.  I  would  like  to  thank  you  for  the  opportunity  to 
testify  before  the  Senate  Health  Subcommittee.  It  is  my  understand- 
ing from  this  morning's  testimony  that  you  are  interested  in  Depo- 
Provera.  My  formal  testimony  consists  of  a  brief  resume  of  this 
medicinal  and  then  some  commentary  on  the  problems  that  are 
exemplified  by  the  use  of  this  agent  as  an  injectable  contraceptive  in 
women. 

Medroxy  Progesterone,  or  Provera,  is  a  chemical  produced  synthet- 
ically that  is  related  to  the  natural  hormone,  progesterone,  and  is 
available  both  for  injection — called  Depo-Provera — and  for  adminis- 
tration by  mouth.  In  the  usual  dose  range,  Depo-Provera  inhibits 
secretion  by  the  pituitary  gland  of  hormones  required  for  maturation 
of  the  ovarian  follicle  and  for  release  of  the  mature  ovum.  Depo- 
Provera  also  changes  the  epithelium  of  the  uterus  from  a  proliferat- 
ing or  growing  stage  to  a  secretory  or  resting  stage. 

As  has  been  mentioned,  in  the  United  States  it  is  approved  for  use 
as  an  adjunctive  and  palliative  treatment  of  carcinoma  of  the  lining 
of  the  uterus  and  for  a  gynecologic  condition  known  as  endometriosis. 
In  1960,  when  Depo-Provera  was  first  marketed,  it  was  generally 
thought  that  progesterone-like  substances  would  reduce  the  rate  of 
threatened  abortions.  Within  the  last  few  years  the  lack  of  controlled 
clinical  studies  to  prove  this  effect  has  resulted  in  this  no  longer  being 
an  approved  use. 

Very  early  in  the  use  of  Depo-Provera  for  its  approved  indications, 
it  was  observed  to  cause  an  associated  inhibition  of  the  menstrual 
cycle  and  of  ovulation.  These  effects  suggested  the  potential  utility  of 
Depo-Provera  as  an  injectable  contraceptive.  In  July  of  1963,  an 
Investigative  New  Drug  Application  was  activated  for  human  clini- 
cal studies,  as  well  as  additional  animal  studies,  designed  to  deter- 
mine the  safety  and  effectiveness  of  an  optimum  dosage  schedule,  as 
well  as  the  type  and  prevalence  of  untoward  reactions. 

These  studies  revealed  that  the  optimum  dosage  schedule  was  150 
mg.  every  three  months  and  this  schedule  has  been  studied  by  54  of 
the  85  investigators  around  the  world  and  in  3,857  women  for  a  total 
experience  in  the  United  States  of  72,215  woman  months. 

In  1966  long-term  studies  of  chronic  toxicity  were  begun  utilizing 
rats,  rabbits,  mice,  monkeys  and  beagle  dogs;  employing  multiplies 
of  the  effective  human  dose.  With  the  exception  of  the  beagle  dog,  no 
significant  differences  have  been  observed  between  treated  and  con- 
trol animals.  In  beagle  dogs,  however,  nodules  of  the  mammary  gland 
were  found  earlier  and  were  more  persistent  in  the  treated  group  than 
in  the  control  group.  In  1971,  two  of  the  dogs  treated  in  this  group 
had  metastatic  cancers  of  the  breast.  The  significance  of  these  findings 
with  respect  to  humans  has  not  been  established. 

Unfortunately,  it  is  true  that  some  constituent  of  virtually  all 
hormonal  contraceptives  have  been  demonstrated  to  cause  cancer  in  one 
or  another  species.  There  are  no  data,  however,  to  suggest  that  in 
women  using  any  hormonal  contraceptives  that  there  is  any  greater 
frequency  of  cancers  than  in  the  general  population  of  women  of  the 
same  age.  Even  though  the  risk  is  therefore  inferential  rather  than 
demonstrated,  it  does  demand  an  analysis  of  the  risk  to  benefit  ratio. 
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It  is  our  hope  that  it  will  be  possible  to  develop  suitable  conditions 
under  which  this  compound  may  be  made  available  in  the  United 
States  for  contraceptive  use.  The  matter  is  under  active  considera- 
tion by  the  Food  and  Drug  Administration  and  we  stand  ready  as  a 
company  to  cooperate  fully  with  that  agency  in  assuring  that  both 
the  letter  and  the  spirit  of  the  Regulatory  Acts  are  fulfilled. 

Meantime  the  authorities  responsible  for  registration  of  medicinals 
for  sale  in  countries  throughout  the  world  have  reviewed  the  scien- 
tific data  submitted  to  them  according  to  their  requirements  and  with 
full  knowledge  of  the  regulatory  actions  taken  by  the  United  States 
Food  and  Drug  Administration. 

They  have  come  to  their  own  conclusions  as  to  the  risk-benefit  ratio 
of  the  product,  based  on  the  contraceptive  needs  of  their  own  coun- 
tries and  with  the  advice  of  their  own  medical  experts.  As  a  result, 
registration  and  sales  for  contraception  have  been  recorded  in  38 
countries.  These  include  such  Western  countries  as  Belgium,  Den- 
mark, West  Germany,  Holland,  Norway,  Sweden,  and  Switzerland. 
Also  included  are  Eastern  bloc  countries  such  as  Bulgaria,  Poland, 
Hungary  and  Yugoslavia. 

In  all  of  these  cases  of  sales  internationally  the  150  mg.  vial  that 
is  generally  used  for  contraception  is  produced  exclusively  in  the 
plants  of  Upjohn  subsidiaries  in  Belgium  and  Mexico.  The  only  pro- 
duction of  150  mg.  vials  in  the  United  States  is  restricted  to  clinical 
supplies  for  IND  investigation. 

A  number  of  very  interesting  problems  are  raised  by  the  case  of 
Depo-Provera  which  have  general  significance : 

1.  The  problem  of  species  specific  biology.  As  more  and  more  species 
are  used  to  study  toxicology  and  pharmacology,  it  becomes  clear  that 
we  are  unable  to  define  completely  the  significance  of  differences  be- 
tween species  in  terms  of  relevance  to  human  biology.  In  general 
where  it  is  demonstrated  that  an  animal's  metabolic  pattern  is  sig- 
nificantly different  from  that  of  humans,  then  the  likelihood  of  that 
animal's  response  to  a  medicinal  agent  being  predictive  of  behavior 
in  humans  is  reduced. 

In  the  case  of  Depo-Provera,  therefore,  one  is  confronted  with  the 
problem  that  the  dog  is  metabolically  less  like  the  human  than  are 
the  monkey  and  the  rodent  insofar  as  resembling  the  human  response 
to  sex  hormones  is  concerned ;  but  only  the  beagle  dog  has  demonstrated 
under  treatment  with  Depo-Provera  an  increased  frequency  of  mam- 
mary neoplasms.  Such  dilemmas  unfortunately  can  only  be  resolved  by 
exposing  humans  who  have  a  high  potential  benefit  to  the  agent  in 
order  to  determine  whether  the  inferred  risk  from  the  dog  data  is 
real. 

Then  comes  the  question  of  informed  consent.  Whether  a  risk  is 
inferential  or  whether  it  is  specific  in  some  order  of  certainty,  every 
medicinal  agent  carries  with  it  some  risk.  It  is  always  the  responsibility 
of  the  physician  to  inform  his  patient  of  both  potential  benefits  and 
risks,  whether  he  is  utilizing  a  new  or  a  long-established  medicinal. 
The  custom  in  the  United  States  of  using  written  informed  consent 
is  relatively  recent  and  it  is  not  generally  used  in  the  rest  of  the  world. 

Whether  oral  or  written,  however,  there  is  always  a  risk  that  some 
coercion  may  be  exerted  so  that  the  consent  is  not  freely  given.  This 
may  be  so  subtle  as  the  patient's  basic  confidence  in  the  therapeutic  in- 
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tent  of  the  responsible  physician,  or  so  overt  as  offering  large  sums  of 
money  or  other  rewards  for  participation  in  an  experiment. 

In  the  case  of  Depo-Provera,  an  informed  consent  document  has 
been  worked  out  cooperatively  between  the  Food  and  Drug  Adminis- 
tration and  The  Upjohn  Company.  It  is  clearly  intended  to  discourage 
all  save  the  most  determined  patients  from  continuing  in  the  research 
programs  for  Depo-Provera. 

Third  is  the  responsibility  of  the  pharmaceutical  company  where  a 
medicinal  is  used  in  an  unapproved  fashion. 

Senator  Kennedy.  Just  before  going  into  that,  you  said,  "It  is 
clearly  intended  to  discourage  all  save  the  most  determined  patients 
from  continuing  in  the  research  programs  for  Depo-Provera." 

Why  is  that  so  ? 

Dr.  Hubbard.  Largely  because  the  total  numbers  of  patients  needed 
to  satisfy  the  biostatistical  measures  of  safety  and  efficacy  had  in  most 
instances  been  completely  satisfied. 

Unfortunately,  there  was  some  misunderstanding  on  the  part  of 
others  when  they  sought  an  IND,  and  it  was  not  granted.  The  reason 
is  a  technical  one. 

Adequate  data  had  already  been  collected  save  for  a  small  number 
of  residual  questions  involving  long-term  followup  of  patients  that 
would  not  be  helped  at  all  by  adding  new  individuals. 

Thus,  there  was  no  purpose  in  encouraging  large  numbers  of  new 
patients  under  investigation  or  protocol  because  the  numerical  require- 
ments had  largely  been  satisfied. 

Regarding  unapproved  use  of  a  medicinal,  this  problem  arises  almost 
exclusively  where  a  compound  has  been  marketed  for  an  approved 
use,  but  wmere  physicians  may  independently  use  the  drug  for  indica- 
tions that  have  not  been  reviewed  or  approved  by  the  Food  and  Drug 
Administration.  For  instance,  the  most  recent  Medical  Letter — an 
independent  report  on  therapy  from  experts  in  the  field — has  referred 
to  the  utility  of  Depo-Provera  in  the  treatment  of  carcinoma  of  the 
breast  and  carcinoma  of  the  kidney. 

Reports  in  the  scientific  literature  have  described  some  observations 
of  these  utilities.  These  published  studies  were  not  sponsored  by  The 
Upjohn  Company;  however,  and  IND  is  now  in  force  to  study  Depo- 
Provera  in  the  treatment  of  breast  and  kidney  cancers  under  the  usual 
constraints  of  the  regulatory  act. 

In  the  absence  of  an  IND,  we  would  not  supply  the  drug  for  such 
investigation  purposes.  Under  the  regulations,  none  of  our  promo- 
tional materials  may  make  reference  to  these  described  utilities  and 
our  sales  force  may  not  initiate  discussion  with  physicians  regarding 
these  uses.  The  physician,  however,  is  entitled  to  undertake  these 
unapproved  uses. 

Senator  Kennedy.  Is  that  good  or  bad  ? 

Dr.  Hubbard.  It  depends  on  the  circumstances.  I  think  it  is  neces- 
sary. I  think  the  circumstance  under  which  a  physician  is  ethically 
entitled  to  undertake  a  use  that  has  not  been  validated  by  his  peers  and 
by  the  FDA  is  a  very  stringent  one,  that  is  to  say,  I  am  not  proposing 
that  this  should  be  done  casually  or  without  constraint. 

Senator  Kennedy.  Are  you  satisfied  that  those  conditions  or  r 
straints  exist  today  ? 
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Dr.  Hubbard.  They  exist.  Unhappily  they  are  not  universally 
practiced. 

Senator  Kennedy.  So  what  happens  ? 

Dr.  Hubbard.  I  think,  sir,  in  all  fields  of  human  endeavor  there  are 
those  who  do  not  fulfill  their  mission  as  they  should.  I  am  persuaded 
that  in  the  medical  profession  the  vast  majority  do  fulfill  that  mission. 
The  exceptions  have  to  be  dealt  with  as  such. 

I  could  not  agree  more  with  what  Dr.  Edwards  said  this  morning, 
that  we  need  much  more  effective  peer  review  techniques.  The  account- 
ability of  the  physicians  to  his  peers,  I  think  must  be  enhanced. 

Senator  Kennedy.  Apparently  the  State  of  Tennessee  is  a  complete 
exception. 

Dr.  Hubbard.  That  is  a  little  broad. 

Senator  Kennedy.  Why  do  we  not  continue,  and  I  will  come  back 
to  that. 

Dr.  Hubbard.  A  different  circumstance  exists  where  the  company  is 
sponsoring  research  under  an  TNT)  preliminary  to  New  Drug  Appli- 
cation for  the  new  use  of  a  compound.  In  the  case  of  Depo-Provera, 
over  50  publications  in  the  scientific  literature  on  the  contraceptive 
uses  of  Depo-Provera  have  appeared  and  many  presentations  at  scien- 
tific meetings  on  this  subject  have  been  made.  It  is  safe  to  assume  that 
specialists  in  obstetrics  and  gynecology  are  quite  familiar  with  the 
contraceptive  use  of  Depo-Provera. 

A  large  number  of  physicians  has  had  over  10  years'  experience 
in  the  use  of  Depo-Provera  for  its  approved  indications.  Since  it  would 
be  inappropriate  for  the  company  to  supply  the  drug  directly  to 
physicians  who  had  declared  their  intention  to  use  it  for  an  un- 
approved use,  the  question  reasonably  arises  as  to  the  discipline  the 
company  utilizes  in  avoiding  this  error. 

In  the  first  instance  we  avoid  all  positive  promotional  efforts  and 
make  no  reference  to  the  contraceptive  uses  of  Provera,  either  in 
printed  material  or  in  the  "Detail"  materials  supplied  to  salesmen. 
Since  it  is  customary  to  inform  the  marketing  groups  of  the  progress 
of  major  research  efforts,  abstracts  of  scientific  literature  are  made 
available  to  them,  but  with  the  clear  prohibition  against  these  docu- 
ments or  their  contents  being  used  in  a  sales  effort. 

Where  physicians  or  groups  write  us  for  information  regarding  the 
contraceptive  uses  of  Provera,  we  tell  them  routinely  that  we  are 
unable  to  provide  any  information  except  to  approve  investigators 
working  under  the  TNT).  We  will  give  reference  citations  to  the  pub- 
lished literature  which  is  available  to  them  under  any  circumstances ; 
but  will  not  comment  upon  that  literature. 

Senator  Kennedy.  Why  was  the  drug  shipped  to  Arlington  Hos- 
pital in  Tennessee  ? 

Dr.  Hubbard.  We,  so  far  as  I  can  determine,  had  no  knowledge  of 
the  intent  for  which  this  drug  would  be  used,  that  is,  for  an  un- 
approved purpose  at  that  place. 

Senator  Kenedy.  For  what  purpose  could  that  quality  of  the  drug 
be  used  in  the  Arlington  Hospital  ? 

Dr.  Hubbard.  I  do  not  have  the  number  of  vials.  Senator,  that  were 
purchased  at  any  one  time  by  this  group. 

Senator  Kennedy.  I  understand  from  the  testimony  that  it  has 
been  purchased  every  3  months  since  1969. 
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Dr.  Hubbard.  Well,  we  have  indicated  to  our  marketing  groups 
they  should  be  most  particularly  on  the  lookout — and  this  \u 
did  last  August — for  orders  from  any  source  that  could  reasonably 
be  inferred  as  being  intended  for  an  unindic    ed  use. 

Senator  Kennedy.  After  having  listened  to  the  public  testimony 
this  morning,  are  you  going  to  send  the  drug  to  Arlington  if  they  re- 
quest it  ? 

Dr.  Hubbard.  I  think  we  will  ask  them,  if  we  rind  an  order  from 
them,  what  their  intent  is. 

Senator  Kennedy.  You  have  heard  their  intent.  Th<  testified  to 
it  this  morning.  Based  upon  their  public  and  open  testimony  would 
you— 

Dr.  Hubbard.  No,  we  would  not. 

Senator  Kennedy.  You  would  not  send  it  to  them  ? 

Dr.  Hubbard.  No. 

Senator  Kennedy.  What  about  the  family  clinics  in  Tennessee? 

Dr.  Hubbard.  The  form  in  which  our  orders  com^  to  us  lo  not  reveal 
the  ultimate  location  in  the  State  of  Tennessee.  They  come  as  a 
1)1  anket  order  from  the  State  purchasing  agent. 

Senator  Kennedy.  We  just  heard  from  representatives  in  the  depart 
ment  of  health  in  Tennessee  who  indicated  some  came  in  bulk,  and 
some  went  to  various  family  planning   ^nies. 

Dr.  Hubbard.  I  believe,  sir,  they  mentioned  county  health  depart - 

m     ;ltS. 

Senator,  Kennedy.  Now  that  you  have  heard  this  testimony  of  hov 
it  is  goiii^  to  be  used  in  these  centers,  what  are  you  going  to  do  about  it : 

Dr.  Hubbard.  We  have  already  interrupted  sales  to  these  depart- 
ments in  Tennessee,  and  the  last  one  that  we  have  listed  in  our  records 
is  either  late  May  or  July  of  last  year.  I  have  forgotten  the  exact  date. 
It  has  been  a  number  of  months  now. 

Senator  Kennedy.  You  have  not  sent  any  since  late  May  or  July  of 
last  year  ? 

Dr.  Hubbard.  We  have  had  very  limited  time  to  do  a  detailed  search 
of  our  records.  This  is  all  in  the  computer  file,  but  in  the  time  that  was 
available  our  search  did  not  reveal  any  purchases  since  the  last  of  1972. 

'Senator  Kennedy.  Would  your  computer  feed  out  whore  the  drug 
Depo-Provera  is  being  used  or  being  sent  now  in  this  country  ? 

Dr.  Hubbard.  It  is  not  in  the  existing  programs  of  the  system,  but 
I  am  sure  that  given  enough  time  the  programers  could  develop  some 
way  of  doing  it. 

Senator  Kennedy.  It  would  not  be  terribly  complicated  ? 

Dr.  Hubbard.  Well,  I  am  not  a  programer. 

Senator  Kennedy.  But,  as  I  understand,  there  are  12  approved  test- 
ing areas ;  is  that  correct  ? 

Dr.  Hubbard.  At  the  present  time  I  am  sorry  I  do  not  know  the 
exact  number. 

Senator  Kennedy.  As  I  understand,  there  are  12  approved,  and  we 
will  put  those  in  the  record. 

I  would  think  the  people  at  Upjohn  would  understand  what  there 
were  12  approved  programs,  and  I  would  wonder  what  the  company 
policy  is  in  sending  out  the  drug  to  other  areas. 

Dr.  Hubbard.  The  company  policy  is  quite  clear,  and  that  is  that 
the  drug  should  not  be  distributed  for  unapproved  use. 
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Senator  Kennedy.  Do  you  inquire  as  to  what  use  they  are  going 
to  put  the  drug  ? 

Dr.  Hubbard.  We  now  do  precisely  that. 

Senator  Kennedy.  Since  when  ? 

Dr.  Hubbard.  Last  summer. 

Senator  Kennedy.  What  do  you  ask  ? 

Dr.  Hubbard.  What  they  intend  to  use  the  drug  for  in  the  case  of 
those  places  like  family  planning  clinics  where  there  is  reason  to 
infer  what  they  intend  to  do  with  it,  and  we  simply  ask  them. 

Senator  Kennedy.  Do  you  do  that  for  all  experimental  drugs? 

Dr.  Hubbard.  This  is  an  unusual  problem.  Experimental  drugs  by 
and  large  do  not  fall  into  this  difficulty  because  they  are  under  an 
IND,  and  we  control  quite  precisely  where  they  go.  This  problem  arises 
where  there  is  an  alternate  route  of  access. 

Senator  Kennedy.  Are  you  familiar  with  the  form  that  must  be 
filled  out  on  how  the  experimental  drugs  are  used  ? 

Dr.  Hubbard.  I  am  not  sure  of  your  question. 

Senator  Kennedy.  How  do  you  or  your  company  derive  the  in- 
formation on  how  this  drug  will  be  used  ? 

Dr.  Hubbard.  We  go  all  the  way  back  to  the  point  of  initiation  of 
the  order  of  purchase. 

Senator  Kennedy.  Then  you  ask  them 

Dr.  Hubbard.  We  have  asked  people  at  that  level  to  inspect  the 
origin  of  each  order  for  purchase,  and  where  there  is  any  reason  to  in- 
fer that  this  is  for  an  unapproved  use,  the  order  should  not  be  filled. 

Senator  Kennedy.  Have  you  turned  any  down  ? 

Dr.  Hubbard.  Yes. 

Senator  Kennedy.  Would  you  tell  us  which  ones  have  been  turned 
down? 

Dr.  Hubbard.  I  would  have  to  refer  to  the  record  to  be  precise,  but 
they  have  been  turned  down. 

Senator  Kennedy.  Do  you  think  the  physicians  should  have  the 
latitude,  on  the  basis  of  their  own  independent  judgment,  to  use  a  drug 
for  a  purpose  other  than  for  which  it  has  been  marketed  and  tested? 

Dr.  Hubbard.  Yes,  not  all  physicians,  Senator,  and  not  under  all 
circumstances,  but  asked  as  a  blanket  question,  the  answer  must  be 
yes. 

Senator  Kennedy.  Who  should  determine  the  circumstances  or  those 
conditions  ? 

Dr.  Hubbard.  I  think  it  has  to  be  a  judgment  between  the  man  who 
has  to  seek  the  IND  and  the  judgment  of  his  peers  and  the  patients. 

Senator  Kennedy.  Would  you  support  legislation  which  would 
prohibit  a  physician  from  prescribing  drugs  unless  the  physician  were 
subject  to  peer  review  ? 

Dr.  Hubbard.  I  would  have  to  read  the  legislation  very  carefully 
in  that  spirit.  I  would  not  have  reservations  if  the  uses  were  purely 
investigational,  but  we  would  have  to  be  very  careful  about  what  we 
meant  by  approved.  If  it  is  extended  to  include  unapproved  dosages, 
to  whether  you  use  a  drug  or  do  not  use  it,  or  how  long  you  use  it- — 
I  would  be  hesitant  to  be  interpreted  as  being  in  favor  of  expanding 
the  definition  of  investigation  to  that  extent. 

Regarding  Depo-Provera,  in  cooperation  with  the  Food  and  Drug 
Administration,  a  warning  has  been  inserted  in  the  labeling  of  Depo- 
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Provera  that  its  uses  for  contraception  is  investigational  and  is  not 
an  approved  indication. 

Finally,  marketing  staff  have  been  asked  to  be  alert  to  orders  that 
imply  beyond  reasonable  doubt  an  intention  to  use  the  drug  for  an 
unapproved  use.  Because  of  its  wide  availability  for  approved  uses, 
this  latter  effort  is  difficult  and  if  pursued  too  energetically  runs  the 
risk  of  having  the  company  intrude  on  the  legal  right  of  the  physician 
to  utilize  medicinals  as  he  judges  to  be  in  the  best  interest  of  his  pa- 
tient. The  dosage  form  most  suitable  for  contraception  is  not  made 
available  for  sale  in  the  United  States. 

I  trust  that  these  introductory  comments  have  been  useful  to  the 
purposes  of  the  committee  and  I  will  be  glad  to  respond  to  any  further 
inquiries  that  you  may  have. 

Senator  Kennedy.  I  want  to  thank  you  very  much,  Dr.  Hubbard, 
for  your  appearance  here.  It  has  been  very  helpful. 

At  this  time  I  order  printed  in  the  record  all  pertinent  material 
submitted  in  conjunction  with  this  hearing. 

[The  following  was  subsequently  supplied  for  the  record:] 

Injection  Contraception  Consent  Form 

I am  hereby  confirming  a  personal  need  for  special 

contraceptive  care  and  request  to  be  given  a  birth  control  injection  (shot)  as 
prescribed  by  the  clinic  physician.  This  injection  has  been  explained  to  me  as 
having  some  known  side  effects,  but  the  value  of  this  special  medication  to  me 
far  outweighs  the  side  effects.  The  two  major  known  side  effects  are : 

(a)  an  irregular  menstrual  pattern  following  the  shot,  which  sometimes 
leads  to  periodic  heavy  bleeding  during  the  first  few  months,  or  no  monthly 
periods  while  on  the  shot 

(&)  a  possibility  of  a  delay  in  the  ability  to  have  children  following  dis- 
continuation of  this  shot.  I  understand  that  if  I  have  trouble  getting  pregnant 
after  stopping  the  injection,  treatment  is  available. 


(Signature) 


(Address) 
A  Consent  Form  of  State  Family  Planning  Clinics 

I  request  to  be  given  the  birth  control  injection  (shot)  knowing  that  it  has  not 
been  approved  by  the  Food  and  Drug  Administration  for  general  contraceptive 
usage. 

(Signature) 
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ARLINGTON  HOSPITAL  AND  SCHOOL 
Arlington,  Tennessee 

PERMIT  FOR  DEPP  PROVERA  PROGRAM 

I,  (father,  mother  or  legal 

guardian)  of , 

now  a  resident  of  Arlington  Hospital  and  School,  give  my 
permission  to  enter  her  into  the  program  designed  at 
Arlington  Hospital  and  School  to  use  depo  provera. 

This  drug  is  to  be  injected  every  three  months  for  the  pur- 
poses of  preventing  menstruation,  thereby  making  resident 
more  comfortable  and  to  lessen  nursing  care. 

A  second  purpose  is  that  of  preventing  pregnancy  in  the 
event  of  exposure. 


PARENT  OR  LEGAL  GUARDIAN 


RELATIONSHIP 


DATE 


^NM 


93-999  O  -  73  -  pt.  1  -- 
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State  of  Tennessee, 
Department  of  Mental  Health, 
Arlington  Hospital  and  School, 

Arlington,  Tenn. 

Report  on   Depo-Provera   Program 

The  Depo-Provera  Program  has  been  in  effect  at  Arlington  Hospital  and 
School  since  April  of  1970.  At  the  present  time  there  are  181  girls  on  this  program. 
For  the  past  two  years,  51  of  these  girls  have  been  my  patients.  The  only  side 
effect  that  I  have  observed  has  been  an  occasional  break-through  bleeding.  The 
spotting  has  been  no  problem  and  has  certainly  been  easy  to  care  for,  compared  to 
a  regular  monthly  menses.  No  pregnancy  has  been  reported.  In  my  opinion  this 
is  a  safe  drug. 

Albert  Heros,  M.D., 
Assistant  Clinical  Director. 


State  of  Tennessee, 
Department  of  Mental  Health, 
Arlington  Hospital  and  School, 

Arlington,  Tenn. 

Depo-Provera  Effects  and   Side-Effects 

One  hundred  and  twelve  ambulatory,  mentally  retarded  females  are  receiving 
150  mg  of  Depo-Provera  IM  every  three  months.  Menses  have  been  effectively 
controlled  in  95-98%  of  patients  treated. 

Only  10-15%  have  shown  noticeable  side-effects ;  of  these,  less  than  1%  have 
demonstrated  prohibitive  side-effects.  The  most  common  side-effects  have  been : 
(1)  Occasional  vaginal  spotting  (approximately  12%)  ;  (2)  Mild  breast  engorge- 
ment (8%)  ;  and  weight  gain  (approximately  15%).  Two  patients  have  developed 
transient  hypertensive  episodes  which  may  or  may  not  be  attributable  to  this 
medication  alone. 

Joan  Short,  M.D. 


9/19/72 

1 
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Official  Upjohn  Consent  Form 

Exhibit   B 

REVISED  DEPO-PROVERA  WRITTEN  INFORMED  CONSENT  FORM 
FOR  CONTRACEPTIVE  STUDIES 


IMPORTANT  NOTE:   This  is  NOT  the  same  informed  consent  form  that  you 
8  .gned  before.   It  has  been  changed  to  bring  to  your  attention  that 
breast  cancers  have  developed  in  some  beagle  dogs  undergoing  long- 
t  :rm  tests  with  injections  of  Depo-Provera.   Please  read  it  carefully. 

Tils  is  to  certify  that  I, ,  hereby 

agree  and  consent  to  receive  an  experimental  drug  called  Depo-Provera  every 

three  months  under  the  care  and  supervision  of  Dr.  . 

I  understand  that  this  injection  will  be  given  to  me  in  an  attempt  to  keep  me 
from  becoming  pregnant,   I  have  berai  told  that  tests  in  dogs  injected  with 
this  drug  showed  mat  some  of  them  developed  tumors  in  their  breasts.   Some 
of  these  tumors  were  cancer  and  spread  to  other  organs.   It  is  not  know 
whether  or  not  similar  tumors  or  cancers  will  grow  in  my  breasts  after  receiv- 
ing the  drug. 

It  has  been  explained  to  me  tlrat  there  are  available  other  non-experi- 
mental methods  of  preventing  pregnancy  such  as  pills,  vaginal  cieams,  jellies, 
fosuis,  diaphrn^-is,  various  devices  v/hich  are  inserted  into  my  woub  and  use  of 
a  rubber  (condom)  by  my  husband.   The  effectiveness  of  these  various  methods 
of  contraception,  as  well  as  the  advantages  and  disadvantages  of  each  method, 
has  been  explained  to  me.   Surgical  sterilization  of  myself  or  my  husband 
(along  with  its  risks,  advantages  and  disadvantages)  has  been  eicplained  to  me 
as  a  nonreversible  method  of  contraception.   I  have  also  been  told  of  the 
effectiveness  of  Depo-Provera. 
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I  have  read  and  understand  the  pamphlet  prepared  by  the  American  Medical 
Association,  American  College  of  Obstetricians  and  Gynecologists  and  the  Food 
and  Drug  Administration  informing  users  of  the  pill  about  the  possible  prob- 
lems vhich  a  woman  may  encounter  during  its  use.   I  understand  aiso  that 
--S[V;<T»Tprovera  is  similar  to  the  pill  in  that  I  nay  have  some  of  the  same 
problems  occurring  that  are  mentioned  in  the  pamphlet  such  as  blood  clots, 
tende*  breasts,  nausea,  vomiting,  weight  gain,  weight  loss,  spotty  darkening 
of  the  skin  of  the  face,  mental  depression,  elevated  levels  of  s\  gar  and 
fatty  substances  in  the  blood,  dizziness,  loss  of  hair,  increase  in  body 
hair  and  increased  or  decreased  sex  drive. 

It  has  been  explained  to  me  that  it  is  quite  likely  that  I  will  have 
T«?-..---.v-ri",t^ vaginal  bleeding,  completely  irregular  menstrual  cycles  or  no 
.menstrual  bleeding  at  all  as  a  result  of  the  Depo-Provera  injections'.   I 
—also  understand  that  thi  injection?  may  have  some  effect  on  the  amount  of 

estrogenic  and  adrenal  hormones  produced  in  my  body  and  that  the  importance 
:joi   these  changes  is  still  being  investigated. 

I  understand,  also,  that  after  a  woman  stops  taking  Depo-Provera  there 
Tnay  be  an  unpredictable  and  prolonged  delay  before  she  is  able  to  become 
pregnant  or   may  be  unable  to  become  pregnant  at  all.   Because  of  the  possi- 
;' Jcdli.-ty  ccT.-.an  occasional  case  of  peru\av»ent  sterility,  Depo-Provera  should 
.-not  be  used  by  women  who  may  wish  to  have  another  baby  in  the  future. 

1  have  trie!  all  other  kinds  of  birth  coi.trol  methods  and  cannot  use 
them  or  I  refuse  to  use  all  other  kinds  of  birth  control  methods.   There- 
fore, I  hereby  volunteer  of  my  own  free  will  to  receive  injections  of  the 
.experimental  birth  control  drug,  Depo-Provera,  with  the  full  knowledge  and 
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understanding  that  it  produced  breast  tumors  and  cancer  in  some  tJogs  and  it  is 
not  known  whether  similar  tumors  or  cancers  will  develop  in  my  breasts. 

I  understand  that  I  may  withdrew  from  this  investigational  study  of  the 
use  of  Depo-Provera  for  contraception  at  any  time. 


Signed: 


(Patient)                   (Date) 
Witnessed:  . 


■ 

(Optional  on  Part  of  Investigator) 

of 
to 

This 

is  to  certify 

that  I, 

• 

husband 
consent 
:ra, 

» 

hereby 

L  drug, 

agree 
Depo- 

and 
Provt 

have  my  wife  receive 

injections  of  the  experimental 

every  three  months.   It 

\as   been  explained  to  me  that 

my  wife 

may 

not  be  able 

to 

become 

pregnant  after  discontinuing  Depo-Provera. 

- 

Signed : 

(Patient's  Husband) 

(D 

ate) 

Witnessed: 
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I  have  explained  to  the  patient  the  facts,  risks  and  alternatives 
contained  in  the  above.   She  consents  to  receive  Depo-Provera  for  contra- 
ception for  the  following  reason(s)  (check  one  or  more): 

1.  She  experienced  unacceptable  side  effects  vith  other 
methods; 

2.  She  refused  to  accept  the  responsibility  demanded  by 
other  methods; 

3.  Other  methods  of  contraception  have  repeatedly  failed 
and  further  pregnancy  is  not  desired; 

4;   She  prefers  Depo-Provera  to  all  other  available 
contraceptive  methods. 


Signed:  __ .__>_»________ 

(Physician)  (Date) 
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OCT  1 2 1972 

Dr.   IXilphis  C.  Goldbcrp 
Intergovernmental  lie  Kit  lotto  Subcommittee 
House  Co::~iittco  on  fkr^erament  0>cration« 
][ovic  of    ;e  preventative 
Washington!     i>.C.     20515 

Dear  Dr.  Goldberg: 

This  is  in  response  to  the.  requests  nade  in  your  October  2 
telephone  conversation  with-  llr.   Robert.  Wcthoroti  of  this 
Office  regarding  I;e?o-Provcra. 

Copier,  or  the  iJLSI  report  and  the  currant  labeling  for 
T.'Cpo-i'rov'orn  arc  enclosed.     You  nay  ;il.*>c  be  interested  in 
U\n  encloicd  co-.y  o.c   ihc  July  6?,    1S72  ■^.-'^■'•;,^.  :*r  ;■- ^  f._f  c 
aarscimc  orient  on  i:«epo~?ravcra  efficacy. 

The  new  drug  application  for  Depo-Provera  was  first  made  effective 
0\v  rio vender  i,   I960. 

Please  let  us  know  if  we  can  be  of  further  assistance. 

Sincerely  yours, 


Gerald  r.  l'eyer,   Director 
Office  of  Legislative  Service 

Enclosures 
D2SI  reports 
Rcpr  F3  7/27/72 
Dcpo- Prove ra  label 


cc:  Congressional  Liaison  Office 
^CL-10   (2) 

BD-47 
R/DrMnDworlcin:  10/12/72 
F/T:  11UR:  10/ 12//2 
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October  2,  ^S72 


Vn;?rAx.V.ZJ:\  OP  TJ&SPROIW  CTCiVSESATIO:! 


Bctveeni      Dr.   Dclphio  Goldberg  '     |l  '| 

Z&ter&avcraapatal  deletions  Subcorjoittce 
House  Corr^Lttoe  en  Gcvornaant  bperatiens 

cad  I 

Robert  C.   Y.'cthercll 

Deputy  director  j 

Office  of  Legislative  Services 

Dr.   &>!&crs  wig  called  in  rcc-oi^e  to  hir.  telephone  request  of 
September  26  for  iuifottsfiticn  en  "Coiestid     end  :i>cpo-)^rov^ra." 
A£tcr civics  hira  tl-a  Bureau  of  Disss'-  responses  to' bis  earlier 
questions,   r.r.   GblSbers  asliod  that  he  be  provided  the  follovln* 
information;  • 

l«     Cop?  of  Eli3l  report  on  Itepo-rrover*  for  endometriosis. 

2.  Dste  the  Depo-I'rovera  11D±  vaa  epproved.    -  // ^^j^lT****^  fp 

3.  A  copy  of  tha  current  approved  I^olins  Sor  Dopc-Provcre. 


cc:     CL-1 

CL-10  (2) 
BD-1  CYI) 
BD-30  (ACTICU) 


RCSfethercll  222302  10/2/72 

r/r-nv.v  10/4/7? 
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I.  NDA  Number. 


I.    trend  Home- 


NATIONA1       "ADEMY  OF  SCIENCES — NATIONAL  RE'        XH   COUNCIL 
Division   of    Medical    Sciences 

DRUG   EFFICACY  STUDY 

Form  A 
(To  be  submitted  in  duplicate  by  applicant) 


12-51*! 


}.    Dot*   Originally   Approved- 


Novereber  1,    i960 


Dcpo-'Provera 


..    App'Kor.l't  Nome. 


The  Upjohn  Cor.pany 


And  Ao'Jrcit 


Kalamazoo,    Xichiran 


575 

_  3.  *x  H     OK   Q 


6.   Quontitative  Formula 

fobliihtc!   (Non-Proprielory)   Nome  of  Active  Ingreilienls   (in  order  thown  en  lobel) 


'        t 


Amount    (per  loblel,  per  mi.,  elc.) 


htdroxyprosesterone  Ac  3 1 ate 


50  mg./cc. 


.  Detogt  Form   (lobleH,  elc). 


Sterile  Aqueous  Suspension 


toute  of  Adnt.    (Orol.  elc  Where  o   new  drvg  cpplicolien  covert 
difltr.nl  rovlet  of   edminiilrolion,   teparot*   fornt   thould   be   utcd.)- 


Intranuscular 


Iherepeutic    Cloimi —  Attack     10    lobelt    ond     10    package     intertt     (if    vied)     to   originol    Form    A     (blue)     ond    1     copy    lo    duplicate    form    A     (white). 

lilt  ef  literature  celerenc»i  moil  peitinent  to  en  evoluotion  of  the  effeclivenen  of  the  drug  for  the  purpoict  for  which  il  it  offered  in  the  lobel, 
the  pottage  intert.  or  b>cihure.  Approiimo'el*  5  lo  10  key  reference!  are  requeued,  if  avoiloble.  (Alloch  10  copiei  lo  originol  Form  A  (blue) 
ond    I    copy    to    dvplicole    Form    A    (while). )  T 

the  opplicont  ii  invited,  if  he  to  detirei,  to  I  jbmit  ony  wnpvblithed  molcriol  Ihot  it  perlinenl  to  the  cvolualicn  of  the  drug  by  Ihe  Acoc>my — 
leteor<h    Council.     Jhit    ivpplemcntory    moleriot    ihould    be    pockoqed    with   Form   A    (vhite).   A    tingle   copy  of   this    materiel    it    rcqucitcd. 


I*    Ihii    ipoce.    pi. on    lilt    end    dctcribo    brie«r    the    supplementary    molcriol   thol   it   ubmillcd   with   Form   A    (while). 
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Sterile  Aqueous  Suspension  —  »'   f  ».    .    Z 

Depo-Provera*  '  ^p*°  m 

(medroxyprogesterone  acetate) 

Med/oxyproges-e'one  acetate,  l7a-hydroxy-6<i-methylorogesterone 
•cctotc,  is  o  hi-jhly  octive  progestational  agent.  Prove.-c-e>  (medroxy- 
progesterone operate)  is  o  white  to  oft-white,  odor'ess  crystalline 
powder  mcltinti  ot  200-208*  C.  It  is  procticolly  insoluble  in  water, 
only  (lightly  soluble  it  ether,  and  somewhot  soluble  in  alcohol  ond 
Chloroform. 

Provera  (medroxyprogesterone  ocefate)  shows  exceptionally  high 
proqes'otiorol  c  c'ivity  when  od-nmiste'ed  in  tcblef  form  by  mouth  or 
in  the  form  of  C  epo-?rove'o  (medroxyprogesterone  oce'ere)  by  intra- 
muscular injection.  As  with  other  oral  orcgestsfional^scnfs  the  dura- 
tion of  ocfion  by  mouth  is  relatively  short  whereas  upon  intramuscular 
miection  the  d<.  ration  of  action  is  greatly  prolonged  (See  section 
**Clinicol  Stud'C.").  Because  of  this  prolonged  oct.on  ond  the  resulting 
rfifT.culty  in  precctmg  fhe  time  of  withdrawal  bleeding  following  in- 
fection, Depo-Provero  (medroxyprogesterone  ocetate)  is  not  recom- 
mended in  secor  dory  amenorrhea,  or  functional  uterine  bleeding.  In 
these  conditions  oral  therapy  is  recommended. 

Excretion  ond  Metabolism  of  Progesterone 

Progesterone  is  s.-cre'ed  pnmorily  by  the  coram  lufeum  ond  the  dIo- 
Cento.  However,  jnly  siighf  biologic  octivity  has  been  obtained  from 
relatively  lorge  omounts  of  these  tissues.  This  suggests  that  the  hor- 
mone is  secreted  ncn  after  its  formation. 

In  the  human  being,  progesterone  is  excreted  in  the  form  of  various 
derivatives,  the  inactive  steroid  olco'iol  prenncnediol  being  ef  particu- 
lar interest.  Urino-y  excretion  studies  indico'e  that  approximately  25% 
of  the  endogenous  progesterone  is  excreted  in  the  urine  as  pregnane- 
d>ol  during  the  luteal  non-nregnont  s'ate  or  during  prccncncy.  In  Tcble 
I.  tt»e  omounts  of  progesterone  secreted  doily  by  the  human  female 
hove  been  co!cjlc!cd  on  the  basis  of  pre^nonediol  excretory  data. 
lftete   do  to,   indicat.ng   the   large   amoun's  of  progesterone    secreted, 

JDI-5 


119 


porticulorly  duiinq   pregnancy,   ere    in  occord   with    the   trend  foword 
the  vie  of  inoeosingly  larger  dotes  of  (  rojeitot.onol  cgenii .  • 

Tabid 

Amouni  of  Progesterone  Secreted  pc  2^  Hours  by  Humon  femole 


Urinary 

Progesterone 

pregna  tediol 

secretion 

excreion 

(calculated  amount) 

In  nxj./74  hri. 

in  mg./2-S  hrs. 

fjprnvjl  fc'er.str  jo'ion  Cycle 

i 

Postovulotc-ry  phoir 

It 

40 

Preononcy 

first  trimester 

IS     . 

oO 

Second  tr.'-v.es'ef 

4C 

160 

lli.r.i  Irtmes'cr 

ec 

329 

•P«c..fO~(nM.drQifpnvoe»l  fione 

occiotc)    is    opporcrlly 

not    cicreted    os    prea- 

•cnc-J.ol). 

\ 

Physicicglc  Activity-  cf  Provera 

Comooro'ive  stuoies  in  immature  ttmiU  mhbits  »«»»{» I £.«;»•«■  iK»  A^j. 
Pholl  rrcthed  of  assoy  ( end-prvetnoi )  rtsoonse  indicate  tnot  medroxy- 
progesterone ocefcte  is  24  to  ~i  tin»s  ns  ootcnt  os  proges'erone  when 
administered  by  the  subcutaneous  route.  Similarly,  comoorcfive  studies 
In  ovoriecfomiced  rots  ma'Cate  thot  subcutoneously  aomimstered  Pro- 
vera (medroxyprogesterone  ocercte)  is  approximately  25  times  as 
effective  os  subcu'aneously  administered  progesterone  in  maintaining 
pregnancy. 

Prcvero  (medroxyprogesterone  acetate)  is  highly  active  in  suppress- 
ing ovulation  in  ei penr-entcl  onlnols.  When  iniccted  subcutcneously, 
h  it  20  to  j3  t.m»t  as  po'ent  cs  p'ogvs  erone  in  tms  respect.  Compa'a- 
live  stud.es  of  th«  suppression  of  follicle  sfimuiot.ng  hormones  (fSH) 
•«d  luteiniiing  hormone  ( IH  1  in  rats  ind. cotes,  likewise,  that  medroxy- 
progesterone ccetote    is  considerably    more  active   thon  progesterone. 

Of  porliculor  interest  in  the  studies  of  investigative  animals  are 
ttiose  involving  androgenic  erects  of  piogestotional  agents.  The  stand- 
ard tests  for  determining  the  androgenic  potency  of  synthetic  hormones 


ore  to  determine  th-    'men    ^s  in  weight  c'  the   temlncl  vesicles  and 
the  prostate  in  costrotsci  weonling  male  rotj      r.'.  icsuiis  obtainrc 
three  progestational  ogi-        .   c  shown  In  To: '• 

The   estrogenic   octivlr ,  r'rovera    (  n-jdroxyprogr  s'er  me   cc»p 

wos  eslimotod  employing  the  incr*os»   in  welgnt  cf  "he  uterus  o*   ' 
sprjyed  immature  ret  a»  tne  indicator  of  octlvily.  Or    'he  bosis  of  thi 
test,  the  estrogenic  potency  of  medroxyprogesterone  .       'oie  is  appro* 
mately  1/IO.GCO  that  of  estroci/l. 

Table  II 

Androgenicity  cf  Progestational  Agents 


Oral  Administration 
Seminal  Ve$ic!e         Prosto re 


Ethisterone 

Progesterone 

A^edroxyprcg^;•.terone  ocetete 


3 

V.st' 
V.,l 


Clinical  Studies 

The  effectiveness  of  Provera  (medroxyprogesterone  ccetote)  ir.  pro- 
ducing secretory  changes  in  the  endometrium,  withdrcwol  bleed. ng, 
ond  other  prcg  tstotionol  e.  tcts  hes  been  studied  in  surgical  castrates, 
patients  with  cmenorrhei.,  functional  uterine  bleeding  and  dysmenor- 
rhea. 

In  a  study  of  fhj  effect  upon  the  endometrium,  the  drug  wos  c 
istered  intramuscularly  in  2»  crtlf.cial  c.cles  in  8  estrcnen-orimec 
gicol  castrate..  A  threshold  secretory  effect  wos  produced  by  o  si 
injection  of  25  mg.  ond  an  cpt.mol  enect  by  on  inject.cn  of  50  mg.  A 
single  dose  of  50  mg.  of  Depo-Provera  ( rnedroxyprc^ei'crone  ocerote) 
injected  on  the  15:h  day  of  the  t-st  cycle  was  t'ouna  to';?  e;uiv3  e.nt 

in  potency  to  10  daily  injections  of  20  mg.  each  of  pr rone  in  oil, 

either  dosage  schedule  procjeing  a  complete  secretory  c  o.-ige.  This 
may  be  compaed  olso  with  the  doses  of  100  mg.  o."  I7a-nyaroxypro- 
gesierone  caproate  on  the  15th  ond  22nd  days  ond  a  dese  of   100  to 
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110  mg.  of  17c  ethinyl!0  nor'ettot'e'one  e^onthote  on  the  I5rh  doy 
v-hich  »ci<  required  to  produce  o  complete  secretory  effect. 

Ihe  efec*  in  foz  jrr-j  withcro^ol  b'cnmg  woi  tomtwhel  vorio- 
ble.  following  aim.'-.  I'rjt.oo  cf  o  tingic  cese  of  50  mj.  on  Ihe  15th 
doy  of  'he  otic.  witrrr;.v.ol  b(?cn;  of  3  13  <  dcys'  duration  beqon 
on  the  2i*h  ir»  4  1  if  dz\,  t>>e  c»«'ooe  time  of  the  onset  of  bleeding 
lolling  on  the  3  1st  Coy.  indieotmg  thol  this  dote  hot  o  duration  ot 
OCtion  of  oprvc*  'nioi?!  i   16Covi. 

In  onother  t'udy,  th»  progettot>onol  eftecti  were  studied  in  18  po- 
lientt  with  t.cS  cc-c  toot  ot  cmencrrheo.  menorrhogio,  ond  endo- 
rretric-tlt,  the  O'eea'et.cn  being  cd-nlnistered  intrcmuscu'orly  in  dotes 
■  of  50  to  ?CO  -r>g.  ot  7  to  !0  doy  ir.tervols  for  c  period  e'  tlx  months. 

CVpo-Provrro  (»r.crVo»yciogetterone  oce:ate)  wos  found  to  be  o 
ri-,K!/  p-.'r-i,  leng  c:"  ">g  P'egetfofionol  ej»nt.  A  tingle  intromutcu- 
lo'  kV.rc'-on  c '  '  J  t  j  \l-j  r-g  resultro  in  o  t^aro  rue  in  bo  sol  terr.ocro- 
ture  :»  c«i.l-.'.'y  le.es  within  ^3  hours,  wrucfi  iiertistej  ct  long  ot 
50  c'oyt  V.i'  p  A  C3|t  e'er  oni'itcron  ot  153  n;.,  :he  formotion  of 
frmllr  rC'tfi  in  criei  ce'»iol  mucus  cf  omenorrreic  and  pott- 
r  ».»  .■...»:'  ;  •••entt.  c  :":c'0'.i'  :  cf  fne  estrogenic  pHose.  v/ot  tup- 
p«et»"d  end  wet  still  cctcnt  30  days  lo'cr.  In  tnc  vaginal  mucoto,  a 
luteol  type  Cy'o:og  e  sn-eor  replied  the  estrogenic  type  within  a  tew 
days  of-tr  in,c:'ic").  rrcgetfo'icnol  6on^»j  wee  clto  nc"ed  in  the 
end*sme'»iun>.  However,  oammittrction  tor  proiongea  perrooii  proouced 
Qifui^trj  C&SA£v3  i"  t*"  T  C"dc."rr*"'r!  *;'r~^t  e~d  3yffM"*t  rMng»*  in 
ll>e  1'iono,  v.  ith  eventtol  true  e"ophy.  Tnlt  ind  CO  led  on  onfi-ettro- 
Crr.c  effect.  Owing  prolonged  ciminlstrotion,  tl  ere  were  no  ngmii- 
Cortt  ollerotiont  from  normal  vo.uei  of  uri/sory  1 7-«etos:eroias  or  17- 
•  r»oj-n,c  t'croidt.  Apparently  Provero  imesoxyprogetrerone  oceiate) 
b  not  metuuolitcd  to  pregnoneaioi. 

In  thit  Hud/,  od-^irMttrar.on  of  50  mg.  cf  Deos-P'overo  (medroxy- 
prov^tt'e'one  acetate)  of  weekly  intervals  over  c  period  of  6  months 
•e  longer,  wot  found  to  be  heipf.il  in  the  manage  nent  ot  patients  with 
*••'■  .'-r't.  ,ii  SjcIi  tr.ercpy  wet  cccompcniea  oy  relief  ci  pelvic  pom, 
ebttnet  of  mentet  cna  general  improvement  tirr-lor  to  that  occurring 
In  jwegnoAcy.  In  pot.ents  witn  functional  uterine  uleeding,  one  or  two 


injections  of  50  to  100  trg.  wos  followed  by  cettotion  of  bleeding. 
However,  withdrowol  blced>ng  wet  delayed  in  ontet  ond  ihe  time  of 
ontef  wot  difficult  to  predict. 

In  thete  ttuaiet,  odmlnittro:ion  of  Cepo-Proverd*  (medroxyproges- 
terone ocetote j  wet  well  t-jlercted  both  locally  ona  lyttemicolly. 
There  were  no  ettiooenic  or  onarogemc  effect!  even  ofter  prolonged 
odminitrrction. 

In  lummory,  Pepo-Provcro  (medroxyp'ogetterone  ocetote)  aopeort 
to  be  o  highly  ipeclfic  prcgetiotionol  ogent.  If  is  vvell  tolerotcd  both 
locolly  ond  tysfem. colly  and  It  apparently  devoid  of  significant  estro- 
genic or  oncogenic  odivi'v.  A*  indicated  by  ill  abil.ty  to  prodtce  o 
complete  secretory  endothelium  in  estrogen-primed  surgical  costrotes, 
medroxyprogetterone  oceto'e  is:  y 

(1)  four  timet  cs  patent  ot  17a-hydro»y^rogetlerone  caproate,    . 

(2)  Two  to  three   timer  ov  potent  ct   17a-elhinyl-l9-nortesiotierone 
enonthote,  ond 

( 3 )  Al  leost  four  times  ot  potent  OS  progetterone. 

Indications 

Depo-Provero  (medroxyprogetterone  ocefote)  is  indicated  in  hobituol 
ond  threatened  aborilon  ond  in  endomeiriotit. 

Contra  indications 

Provero  ( med-oxyorcgetttrone  acetate),  odminittercd  alone  or  in 
combination  v/lth  et'rogerr.,  tnould  net  be  employed  in  pctlentt  wilh 
obnormoi  uterine  Oieealng  umii  o  acumic  u'iuynu>i»  l.ul  Sm«i1  Citdl 
1 1  shed  ond  the  postlbllify  >f  genital  molignancy  has  been  eliminated. 
This  preparation  mould  not  be  odmimstered  to  patients  known  to  bt 
sensitive  to  it. 

Precautions 

Studies  in  animals  snow  thof  medroxyprogesterone  ocetote  postessts 
odrenocorrlcoid  octivity.  /.  recent  tfudy  hot  indicoted  that  mcoroxy. 
progesterone  acetate  is  cc-ocble  of  maintaining  adrer.alecromizea  pa- 
tients (100  mg.  daily  suticufoneojtly ).  Represnon  of  cdrenocorticol 
function  hat  not  been  observed  In  the  extensive  clinical  experience 
with  th^j  agent  to  dote.  In  on*  study  seven  patients  received  a;  much 

•  5 
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•I  TOO  mg.  of  Ifii  ooenl  by  mouth  doily  from  oie  to  six  months  with- 
out evidence  of  us.vfinon.  However,  ootients  receivinq  lorc,e  doses 
of  r-r  '•&•  ,  r  •  ■  --■••'O'  -  c.-tate  conhnvout'v  0"  ,-':lcnr"'d  period! 
i"c  '  I  <•  C  •. '•  /e J  :  •. ■  <f  Lc-'.ie  t'j'»i  ot  i.m  oar'.t  rove  tccn  found 
la  produce  lai^e  i"i'-;ncn  ol  icnolc  fetal  mosCLlinirotion  in  onimoll. 
Al'hovgh  tSs  no*  n-t  occurred  in  humon  beings,  the  possibility  of 
Sue',  on  er<-tt>  ps-'iCtlc'lv  with  lorge  doses  over  o  long  period  of 
time,  if.ould  be  r.o«tide»ed. 

Hyn*'<n''.f~  a  *:\  keen  reported  following  udministrotion  of  fro- 
*ero  (medroxyprogesterone  oeefe'e)  in  4  of  20  pctie.-ifs  with  mom- 
mo'v  cenrer  o»d  Xrc/  evdcn-i»  nf  rii'oui  metc.'cses  (R.  J.  Kcufman 
ft  «l.  Am.  Asin  Ccnccr  ?»».,  Proc.  4:33.  Arj'il,  1*63).  Thii  wgi  intcr- 
prt'cd  OS  ind.ioiing  o  U.reCI  tumor  stimulating  rrTect.  This  conclusion' 
hoi  no*  been  cam'.rmed  by  o'her  invesficotors.  H-  pe-culcemic  episodes 
ore  rat  uncommon  in  these  poticnts  end  moy  occur  spcnloneousiy  ot 
following  odmin.s'rot'On  cf  sex  hormor'1  ( Jessi'ion  c?  ol.  Ann.  Sur"j. 
157:3/'/*.  Ivi3).  In  urpublnhed  studies,  other  invest. actors  hove  noted 
lio'eit'on  c.'  lenoni  in  pat. ems  with  mommor>  concer  treated  with 
|»>ii  r  ,/  -it. 

At  v.  "'Ii  eny  rew  Cue;,  the  advisability  of  c  ijcontinuing  theropy 
for  v  few  v.  cell  should  be  considered  if  tests  of  thyroid  function  ore 
ro  t»  t*-rt>  To  it"!,  t- e'e  ce  no  cata  indicu'ir  a  th-t  th»rooy  with 
rv  '  ■  >  "  ,i i'r'f"t  oce'ote  o~ec's  thyroid  function.  Subcutoneoui 
Odmm.nrot.cn  of  the  dru7  to  rotl  in  doses  of  1  mg./lOO  g.  body 
weight  doily  for  65  la  60  days  did  not  result  in  cncr.ge  'n  thyroid 
fumi.jn  os  indicated  by  UJ1  uptake,  histologic  oooeoro'ce  or  weight 
of  Iht  gland  (Kracer  ond  logothetopoulos.  Enco.  71:660,  October, 
1967).  Daily  orol  odminii'rotion  of  this  drug  in  doses  of  5  rr.g.  for  20 
<fo»i  'o  euthyroid  men  nrcdu--d  —i  charge  :.-.  e.-;:<in  bound  iodine  • 
ce  ted  <'.'■<  tcie-vip  ;f  ?.->-. edethyronm*  (Holionde-  et  oi.  New  Erg.  j. 
*ied.  i»y:X»l,  IvoJ).  Carter  et  ol.  (in  "Biologicol  Activities  of  Steroids 
In  Ve'otion  to  Concer",  Academic  Press,  New  Yo-k,  lcS0,  ,ip.  77S9) 
observed  no  chonge  in  levels  of  serum  PBI  in  Ove  postmenopousol 
»  . -n«  n  rrctiv.ng  from  40  to  200  mg.  of  medroxypro  jesterone  ocetote 
•O'lf  by  movth. 


A  number  of  ogenfs  including  estrogens  end  ondrogens  ore  known 
to  be  capable  of  oltering  volues  for  proton  bo'jnd  iodine.  Ir. Creoles 
in  prctc.r.  ba«j-d  iodine  have  been  reported  to  occur  foilowim  oo- 
ministration  of  norerhynocjrel  compound  ( no.-ethyndrel  with  ethinyl 
estrodiol,  methyl  ether;  Hollander  et  ol.  loc.  or. )  and  in  an  obstetric 
po'ienf  receiving  nore-hir.drone  ond  coniugotetl  est'egens  tSherer, 
Med.  Am.  D.  C.  20:77,  195!).  Ir.  th*  obsence  of  cennitive  ;tudes  con- 
cerning the  ePecf  of  these  progestofionol  OQerts  or.  thyroid  function, 
it  oppeors  thot   the  reported  eilecf  moy  hove  been  due  to  ettrogen. 


Side  Effects 

Intramuscular    in|e:*icns    hove   been 
little  or  no  coin  or  the  site  pf  irriccti 
from    urticaria    to   onaphytoiis    hove 
patient    following    int'cmusculor    in! 
olopecio  ond  hirsutism  hove  teen  r^ 

As  indicoitd  under  ".Clinical  Stud 
effect  of  ir.trarrusculcr  in.cct.on  o:  ih 
ir.g  following  uch  :;t  r,s"raticr>  mo 
cult  to  predict,  thus,  following  reoeo 
mensfruofion  rray  not  be  re-cstabl 
evidence  indicotir.g  ihat  this  pro.cng 
subcutaneous  than  with  intramuscular 


well  toltroted.  There  hos  been 
on.  Sensitivity  reactions  ranging 
been  reporrrJ  in  on  occasional 
:;ion  of  tnij  prepcrction.  .V.ild 
orted  in  o  few  coses. 
cs."  because  of  the  crolcrig«d 
'•^l'j/Oe.ijion.  wifh^'o^/ol  b'eed- 
y  oe  aolcj>e-  in  cr.nl  c-3  c  -".- 
ted  injections  ft  enoometr.-isis, 
ed  for  several  rron!hj.  There  is 
cd  eniect  may  be  grcoter  with 
cdrnimstrotion. 


Dosage  and  Ad  mini,  t  rat  ion 

The  suspension  is  intend,  d  for  intramuscular  odministralian  only. 

Hobltuo!  on«5  ThrecteneJ  Abortion— While  the  etiology  of  hobtuol 
ond  threot»->eH  cbc-'io.-.  is  ^cor-.plc^tly  undcrslcod.  excretion  s'uditj 
have  indicofed  friof  defic  ency  ot  erdooencut  oro'  •»•»»«>»<•  •--,■  t» 
on  importonf  factor.  For  this  reason,  progesterone  re;,  ocement  therooy 
is  recomrrended  in  the  n-aiinge-ner'  of  these  eenCifionj.  Recent  clmicol 
reports  reflect  c  trend  tov/ord  increcsmjly  higher  coses  of  proaestc- 
ficnol  cgents  for  this  purpose,  lhe  recommenoed  Coses  of  Dcpo- 
Provera  (medroxyp.-ogest>.-rone  ocetote)  in  these  conditions  are  ot 
follows: 
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«    Hobituol  Abortion:  .  ...  -  _    ,      « 

First  trimester    50  mg.  every  week 

Second  trimester 100  mg.  every  two  week* 

Ihird  trimester 100  mg.  every  twu  weexs  through 

the'  eighth  monf.i 
-  Ihreotened  Abortion:  « 

50  mg.  doily  when  symptoms  ore  present,  followci  by  50  mg. 
weekly    through    the    first    trimester,    or    until    fetal    viability    is 
evident. 
Thcropy    with   medroxyprogesterone   ocefate   should    be   employed   in  J 
odd. lion   to  other   cccto't.3   m^osures  of   mono;tiiint. 

Endometriosis— In  recent  years  progestational  agenrs  have  been 
employed  olone  or  In  cc  — bmctior  wirS  cs'ro^cns  in  trie  treatment  of 
endometriosis.  Tnis  treatment  is  boseo  upon  tr.e  well-known  beneficial 
eflecl  of  p'egnency  in  t.-iis  conp.tion.  Recent  reports  .ncieote  trot 
totiifoctory  resui*]  moy  be  obtained  in  approximately  85%  of  the 
patients  treated,  /.'.ore  data  will  be  required,  however,  to  determine 
the  permonence  of  juch   beneficici   ejects. 

Ihe  trfcommend-d  dose  of  Depo-?rovero  (medroxyprogesterone  oce- 
tote)  in  this  condition  is  50  mg.  weeklv  or  100  mg.  ever/  two  weeks 
(or  ot  leott  six  months. 

The  Package 

Sterile  Aqueous  Suspension  Depo-Provero  (medroxyprogesterone  ace- 
tate) 50  mg./cc.  is  supplied  in  I  cc.  and  5  cc.  vials. 

loth  cc.  contains: 
v    Medroxyprogesterone   Acetate    50  mg. 

Polyethylene  Glycol  4000 28.3  mg. 

Polysorbote  63 -. 1.92  mg. 

Sodium   Chloride    8.65  mg. 

Methylporoben 1.73  mg. 

Propylparaben    0.19  mg. 

Woter  for  Injection .\^ q.s. 

The  Upiohn  Company  •  Kalomazoo,  Michigan  JDI-5 

June  1965  TiT  Depo-Provcra 

•'  (medroxyprogesterone  acetate) 


123 

P*~o.  1  Of   1    • 

DEPO- PRO VERA 
NDA  12541   •'■ 
'LOG  575 

Panel  on  Drugs  Used  in  Disturbances  of  the  Reproductive  System 

INDICATIONS 

I.   Habitual  and  Threatened  abortion. 

EVALUATION:   Probably  effective. 

COMMENTS:   The  literature  is  contrasting  on  the  usefulness  of  proges- 
togens in  these  indications.   Some  of  the  studies  are  quite  optimistic, 
but  the  Panel  believes  that  more  definitive  studies  should  be  encour- 
aged to  help  clarify  the  role  of  such  therapy.   Because. efficacy  has 
not  been  proved,  additional  documentation  should  be  supplied  by  the 
manufacturer  within  a  reasonable  period. 

DOCUMENTATION: 

1.  Allen,  W.  M.   The  use  of  progestational  agents  in  pregnancy. 
Rocky  Mountain  Med.  J.  62:31-35,  1965.        J 

2.  Davis,  M.  E. ,  and  E.  J.  Plotz.   The  metabolism  of  progesterone 
and  its  clinical  use  in  pregnancies.   Recent  Progr.  Hormone  Res. 
13:347-386,  1957. 

3.  Goldzieher,  J.  W.   Double-blind  trial  of  a  progestin  in  habitual 
abortion.   J. A.M. A.  188:651-654,  1964. 

A.   V.'ura,  R.   Experience  with  medroxyprogesterone  acetate  in  the 

control  of  threatened  late  abortion  and  premature  labour.   Aust. 
New  Zeal.  J.  Obstet.  Gynaec.  3:145-154,  1963. 


II.   Endometriosis. 

EVALUATION:  Effective. 

•  •     v 
COMMENTS :  None . 

DOCUMENTATION: 

1.  Kistner,  R.  W.   Current  status  of  the  hormonal  treatment  of  endo- 
metriosis.  Clin.  Obstet.  Gynec.  9:271-292,  1966. 

2.  Kuppcrraan,  H.  S.  Endometriosis.   GP  25:86-90,  1962. 


Approved  by 


f  711 


Chairman 
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Uif.st  ;;a?j|_ 

I  iMD?.oxyrnosiyiL?.o\ic  acetate 

'  rjrunv  for   Humciri   Use;   Drey    Efficucy 
Slutly   Implemo.nlolion 

!  The  Food  end  Dmg  Administration 
lias  evaluated  report's  received  from  the 
Katk-nal  Academy  of  Stt.-nccs-Nalional 
jicsr.-.r  h  Council.  1 ).  i:  :  i.:ri:a;y  Study 
Croup,  on  the  hliw.iiH!  ci:-.i;:>  contain- 
ing inc'Joxypro?.e'.:cro:ic  achate. 

no- era  tablet's:  'I  he  Upjohn  Co..  7171 
Portnr.c  r.oad.  Kalamazoo,  Mich.  -15001 
fKOA  ll-S?0>. 

D-po-Piovcra  Ster'lc  Aqueous  Sus- 
pension: The  Uriohn  Co.  *NDA  12-54D. 

Guch  drugs  arc  regarded  as  new  rlrujis 
(21  U-R.C.  3Cltp)).  The  eifectivcnciS 
classification  and  marketing  status  are 
desviibtd  I: clow. 

A.  i:t.ni:i:v.c j i  c!::;:if.cntion.  1  ho 
>-ood  and  Dr_;  Atiminisu.-ition  has  co:v- 
jldcidi  the  Acadrrny's  reports,  as  well 
as  oilier  available;  evidence,  and  con- 
cludes that: 

1.  Medroxyprogesterone  acetate  ad- 
ministered orally  is: 

».  J.ITcciV.c  forsecondrry  amenorrhea; 
Abnormal  uterine  biceciins  tiue  to  hc-r- 
moml  imbalance  in  Hie  absence  o:'  or- 
ranic  pathology,  such  ns  submucous 
fibroids  or  uterine  cancer;  and  as  a 
pre  i  :;/.!•. c  tcj'i.  icr  pre?naacy. 

b.  l'lub.ibly  cilortive  for  habitual  and 
thrc.-.tcn-M  abortion. 

c.  l\>-:,.V.y  eifcetive  for  infertility, 
premcn./.i  ual  tension,  and  dysmenor- 
rhea. 

2.  Medroxyprogesterone  acelate  aa- 
mlnistcrcd  intramuscularly  is: 

*  Probably  sflectivc  for  endometrio- 
sis. 

b.  Lacking  substantial  evidence  of 
effectiveness  for  threatened  and  habitual 
Abortion. 

11.  Coalitions  (or  approval  end  r.ir.r- 
kctinn  o/  (;rvj  kssina  an  c:jcctiic  inrii- 
ealion.  The  Food  and  Drug  AdrhSnirtra- 
tion  i,  prepared  to  r-pytove  ubbrev-atcd 
new  due  applications  and  abbreviated 
supplements  to  previourly  approved  new 
ding  replications  under  conditions  rie- 
sciibrd  herein. 

1.  /'cm  of  dri:>.  Medroxyprogesterone 
sect:.!?  pvcp.iva::0:ii  aic  in  t.-.ulet  form 
suitable  for  oral  administration. 

2.  7.r'jc.'i:i7    ro.vi/..:c:iJ.    a.    TilC    Iftbcl 

beau  ti-.c  statement,  "duuon:  l'c  lend 
law  piohibiu  dispensing  without 
prescription." 

b.  The  drug  is  Libeled  to  co:n;:ly  with 
nil  rc'iiiitcinctiis  of  tho  Ac:  and  rcjula- 
tior.s  rv.u  liio  I..hvl:iic  bears  ancquatc  in- 
formation for  safe  ami  elective  u-"c  of 
t»-.«  ,'..—  t'.i"  rff-—  i:va  r:-[  :>r?'.:.i!:!y 
tl'.c ;'.i-. t  indications  a;e  ns  luifows: 


l:in.;Veil     In     secondary 
BViwv.l   i.':.n<   r>>ril::,T  £.:•: 


l'\::.o:c  ■ 


.i  j  .^ir  : 


^••:»     ns     simm.ic  mr. 
■     ■  > •■   r.:i*  ess  .•.-.-.  a-.  %  |>f.'iiiii>;>'.,vo 
I'.l    f   ■    p:.  ;u.ii!c/.    Mid    /ut    haMlual    jiiU 
ll»tci>r.«  I  9:v>it:on. 

%<T'.-r-  -''vcT.'.-.i-c 
»>o  u<  Mi;:u-i;d  id  o  i 

3.  *in'!:i-tino  ftatj:.  M.'.ikcllnffof  SHcll 

««";,  nuy  be  coai.nucd  undir  Hie  coa- 


".tlnr.^  r.-..'v 


ditions  dc:rri»;cd  In  the  notice  cr.  .d 
Conditions  for  Marketim:  New  Drurs 
valuatcd  in  IJrus  Hfwaty  Study,  pub- 
lished in  the  l-'rui tal  Kcoistkr  July  H. 
1970  <3.>  F.P..  11J7J).  as  fcllov.s: 

a.  For  hvY.dcrj  of  '■deemed  approved'' 
new  dru:!  apjilleations  (i.e..  an  applica- 
tion v.l.icii  became  electa c  on  the  bas:s 
of  safety  :>::->.-  to  Octo'jor  io.  1CC2).  the 
.■.ubni:.-.-.i.;:i  of  a  ji;n;-io:nc:.t  for  revised 
labclins  and  an  abbreviated  supplement 
for  updating  information  as  d?;onccd  in 
p;ir:i"ia:)ii".  ia>U>  (iJ  and  (iii)  of  the 
notice  of  July  14.  lu70. 

b.  l-'ci  any  person  who  docs  not  hold 
an  approved  or  effective  new  dm::  appli- 
cation, the  submission  of  an  abbreviated 
new  dr.;-:  application  as  described  in 
paragraph  fa»i3»U)  of  that  r.o::cr. 

c.  For  anv  distributor  t-f  ti-.o  dru.:.  the 
u-c  of  lakclins  in  accord  with  th.U;  an- 
nou:'.rcm?::t  for  any  such  ci:  i.:  J  siv'pped 
within  ti-.c  juiizdiction  of  tl.c  Act  as 
described  in  paragraph  (b)  of  tliat 
notice. 

d.  For  indications  for  which  Ihc  drug 
has  been  clas.-if.cd  as  probably  effective 
(included  in  the  "Indications"  section 
ai;ovc»  and  possibly  «.:Tcctivc  (no.  in- 
clutied  in  the  "Indications"  section 
above),  continued  ti;C  as  described  In 
paragraphs  (c>.  (d).  (c>,  and  <f>  of  that 
notice. 

C.  Mttrkctina  sia'.us  o/  drug  lulling 
no  cl'ccti.c  indication.  1.  Within  CJ  ci."t>s 
of  the  (i.v.c  cf  publication  o:  ihi.-  an- 
noui.ce:nc:U  in  ti;:  1  ESrast.  RiiCTSftrr., 
the  holder  of  any  previously  approved 
new-du:'^  application  j"or  a  cmit  vlucii 
is  classified  in  paragraph  A  above  a^ 
lacking  subsiahtial  evidence  of  e.';cc:ivc- 
ncss  is  ic.-mes.'cd  to  submit  a  supple  ne::', 
to  his  a;v,  hcaticn,  as  needed,  to  provieie 
for  revised  labeling  which  deictt-s  'ho-.e 
indications  for  which  substantial  evi- 
dence of  effectiveness  is  lacking  and 
which  ccntr-.'.ns  an  '"Indiratior.s"  sccrion 
in  accord  v.i;h  that  described  leiov. 
Such  supplement  shou'd  be  rubrr.Ur.vt 
under  the  prwiiiOJis  of  5  130.0  ui>  snd 
<c>  of  tl-.e  iicw-draj  regulations  <21  Cr"H 
130.9  id'  a:'.d  ten  which  permit  certain 
changes  to  be  put  into  effect  at  the-  ear- 
liest poR.MIde  tune,  and  the  rcvivtd  label- 
ins  should  lis  pu*  in'o  u'c  withlr.  the 
CO-duy  period.  I  aiiure  to  do  so  r.u-.v  lesuit 
in :»  pro;'<osai  :o  withdraw  approval  cf  the 
ncw-druj  annhcation. 

2.  If  CJiy  such  preparation  Is  en  tlic 
market  witiiAUt  an  approved  new-drug 
application,  its  labeling  should  be  re- 
vised to  c!jlr:e  all  claims  for  which  sub- 
stantial cv.cei'ce  o:'  eilectivencss  :s  lack* 
ins  a»  de.s:r:bcd  in  paragraph  A  above 
and  :o  be  in  accord  with  this  notice. 
Failure  '*  ::"1:-.?  f'.tr'i  lv.:'.!?.i'::;is  and 
to  put  the  revised  labeling  into  u*e  within 
CO  nays  a:\e.r  ti.e  el.'.fe  of  publication 
hcrccf  :n  the  r^ra'crsi  nifasira  n:ay  cause 
ti.e  t;:;.:  ,rt  be  sub;<.ct  to  ;f?,ul.\io:y  pvo- 
cetii.JCs. 

3.  LtiLelim  revised  pursuant  to  this 
notice  .should  hike  m«o  accotmi  tic  com- 
mer.ci  c:  ;:.•:  Ac.i.i.v. :  ftcn:.  '■.:  a.i»«;ei  ire 
bi  "i.v  - :i  for  .-.:'•:  r.nd  c  :'•  .<.:•:  ir-J 
of  ti.e  ui'Ui;:  and  ivconur.cr.d  u-e  c.s.'  tl-.c 
dru;;  for  the  probably  ctu-ctitc  Indira- 
tiLiis  a  j  fclo.vs: 
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INDICATIONS 

*»"  '•»  drus  la  InctlcutcU  for  endomrlt:-, 

/he  notice  "Conditions  for  ?.;-.: l.c". 
in"  New  Dm-  [Ivahiateci  in  Oru:  lltiicic. 
.Stuiiy."  published  in  the  FiD::r..\L  1!:ct« 
TKR  July  11.  lfj'.O  (33  F.K.  Ii:t73>,  c.e 
scribes  in  paragraphs  'c>.  (e),  and  if 
th.c  markctinn  status  of  tlic  ding  label: 
with  1 1  j o ~.  •  indications  for  winch  u  .o  ic 
garded  as  probably  eilcctivc. 

A  copy  of  the  Academy's  report  ha 
been  furnished  lo  the  firm  referied  t 
above.  Communications  forwarded  :. 
response  to  this  annour.ceUicnt  -'.:-.::.: 
be  idtntiiied  with  the  reference  numbv 
DKSI  11S39,  directed  to  the  ruUutien  e 
tlie  appropriate  oflicc  listed  below,  a::, 
addressed  to  tl.c  Food  and  Dru-;  Ao'ir.i:: 
islration,  f»C00  Fishers  Fane,  Uockviile 
Md.  20352: 

Supp!en*.C!lts   (luontlfy  wlUi  KDA  nvi:r.';:r) 
0::ice  of  ScicntiAc  Evaluation    (UO-Kai 

Bureau  of  U.-u.^s 
Ori?in.-xl   £b>jrcv:.->'.od   new-dru;  apulic.'.t ;<-.•. 

Ic!e:nify  ?i  suc'.i)  :  Dru~  latency  i'.u-Jy  I.. 

J>lc;r.c:ii2tic:i  Project  0:;i;c   (DD-C0).  w.. 

re su  of  Dri;',s. 
IttqiiNtl  for  i-.'.c  Academy's  r-pcrt:  Dru;  T" 

ca.C7  Study  Information  Control   (RI)-C7| 

Bureau  o'  o.-u;;i. 
All  o'.iicr  ccn:r:\u:i:c?.t!ori5  rc^arclin?  t'.ii?  -•:• 

nocncer.-.crit:    r>:\:?,   Kl'iraey   £.:i;q/   1.:::  '...■ 

meniaiion  Project  C'ico  (13D-CJ),  Uurea*. 

of  D.U3S. 

This  notice  is  issued  pitcauant  to  ;::•-••:■ 
sio:^  cf  the  Federal  "oorl.  Drug,  and  C" 
metic  Act  <?c:,.  £03.  oO.'j.  £2  Cat.  IC3C-j3 
as  amended;  21  U.S.C.  3j2.  2:-5i  ::.. 
under  the  r.iKl-.orily  delcjrated  to  :.•. 
Comtr.i.isioner  of  Food  and  D:u^-»  i21 
CFit  2.120K 

Dated:  July  10. 1972. 

Sam  D.  Fin-  r. 
Associate  Commiisiones 
for  Complia:  cc. 

[PR  Doc.72-llC>3  Filed  7-2t>-72;B:5D  tmj 
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Upjohn 


Sterile  Aqueous  Suspension 

Depo-Provera s) 

(Sterile  Medroxyprogesterone  Acetate  Suspension,  U.S. P.) 

DESCRIPTION 

Medroxyprogesterone  occtatc,  U.S. P.  is  o  derivotive  of  progesterone  ond  is  ac- 
tive by  the  parenteral  ond  oral  routes  of  administration.  It  is  o  white  to  off-white, 
odorless  crystollinc  powder,  stable  in  air,  melting  between  200  and  210°  C.  It  is 
freely  soluble  in  chloroform,  soluble  in  acetone  ond  dioxano,  sparingly  soluble 
in  olcohol  ond  methanol,  slightly  soluble  in  ether  and  insoluble  in  water. 

ACTIONS  »    ■  ♦ 

Depo-Provera  (medroxyprogesterone  acetate)  administered  parenterolly  in  the 
recommended  doses  to  women  with  odequote  endogenous  estrogen  transforms 
proliferative  endometrium  into  secretory  endometrium.  ; 

OcpoProvcra  inhibits  (in  the  usual  dose  range)  the  secretion  of  pituitary  gona- 
dotropin which,  in  turn,  prevents  follicular  maturation  ond  ovulation. 

Because  of  its  prolonged  action  ond  the  resulting  difficulty  in  predicting  the 
time  of  withdrawal  bleeding  following  injection,  Depo-Provera  is  not  recom- 
mended in  secondary  amenorrhea  or  dysfunctionol  uterine  bleeding.  In  these  con- 
ditions oral  therapy  is  recommended. 

INDICATIONS 

Depo-Provera  (medroxyprogesterone  acetate)  is  indicated  in  endometriosis  ond 
os  adjunctive  theropy  ond  palliative  treatment  of  inoperable,  recurrent,  and 
metastatic  endometrial  corcinomo. 

CONTRAINDICATIONS 

1.  Thrombophlebitis,  thromboembolic  disorders,  cerebral  apoplexy  or  ^a'ients  with 
o  post  history  of  these  conditions. 

2.  Markedly  impaired  liver  function. 

3.  Corcinomo  of  the  breast. 

4.  Undiagnosed  vaginal  bleeding. 

5.  Missed  obortion. 

6.  Known  sensitivity  to  Depo-Provera  (medroxyprogesterone  acetate). 

WARNINGS 

1.  The  physicion  should  be  alert  to  the  earliest  manifestations  of 
thrombotic  disorders  (thrombophlebitis,  cerebrovascular  disorders, 
pulmonary  embolism,  and  retinal  thrombosis).  Should  any  of 
these  occur  or  be  suspected,  the  drug  should  be  discontinued  im- 
mediately. 

2.  Beogle  dogs  treated  with  medroxyprogesterone  acetate  devel- 
oped mommory  nodules  some  of  which  were  molignant.  Although 
nodules  occcsionoily  oppeored  in  control  animals,  they  were  in- 
termittent in  nature,  whereos  the  nodules  in  the  drug  treated  ani- 
mols  were   larger,   mere    numerous,    c*rv«'epr.   ond   there   were 
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tome  breast  molignoncies  with  metastases.  Their  significance   with  respect  to 
humons  has  not  been  established. 

3.  The  use  of  Depo-Provera  (medroxyprogesterone  acetate)  for  contraception  is 
investigational  since  there  are  unresolved  questions  relating  to  its  safety  for 
this  indication.  Therefore,  this  is  not  on  opproved  indication  for  this  use. 

4.  Discontinue  medicction  pending  examination  •  '  there  is  sudden  partial  or  com- 
plete loss  of  vision,  or  if  there  is  a  sudden  onset  of  proptosis,  diplopia  or  mi- 
graine. If  examination  reveals  papilledema  or  retinal  vascular  lesions,  medica- 
tion should  be  withdrawn. 

5.  Delectable  amounts  of  progestin  hove  been  identified  in  the  milk  of  mothers 
receiving  the  drug.  The  effect  of  this  on  the  nursing  infant  has  not  been  deter- 
mined. 

6.  Mosculinizotion  of  the  femole  fetus  has  occurred  when  progestins  hove  been 
used  in  pregnont  women. 

7.  Retrospective   studies  of   morbidity  and  mortality  in  Great  Britain  and  studies 
^-j-of_rrvcH,bid'ir-I:>Jl-crUn.:c'i  StatcS-hax'e  sbow~n-6"ito+TSficcily  ■$igr.ifrcdnt"a"ssocio»=" 

lion  between  thrombophlebitis,  pulmonory  embolism,  ond  cerebral  thrombosis 
ond  embolism  ond  the  use  of  oral  contraceptives.  There  hove  been  three  princi- 
pol  studies  in  Great  Britain1'3  leading  to  this  conclusion,  and  one4  in  this  country. 
The  estimate  of  the  relative  risk  of  thromboembolism  in  the  study  by  Vessey 
.and  Doll3  was  about  sevenfold,  while  Sartwell  ond  associates  in  the  United 
States  found  o  relative  risk  of  4.4,  meaning  that  the  users  ore  severo^  times  as 
likely  to  undergo  thromboembolic  disease  without  evident  cause  as  non-users. 
The  Amcricon  study  also  indicated  that  the  risk  did  not  persist  after  discontinua- 
tion of  administration,  and  that  it  was  not  enhanced  by  long  continued  odminis- 
•  trotion.  The  Americon  study  was  not  designed  to  evaluate  a  difference  between 
products. 

References 

1.  Royol  College  of  Gcnerol  Proctitioners:  Oal  Contraception  ond  Thrombo- 
embolic Disease.  J.  Coil.  Gen.  P--c'  ,  13  267:75.  1957. 

2.  Inmon,  W.  H.  W.  end  Vcs>.ev.  tA.  P.,  Invest. cotton  of  Deaths  from  Pulmonory 
Coronarv  ond  Cere-jrcl  Tr-romrjosn  cr.d  Embolism  m  Women  in  CKild-6»o.f'ng 
Age,  Brit.  Ved.  J..  2193199.  1968. 

3.  Vessey,  M.  P.  ond  Doll,  R.,  Inv-st.grtion  of  Relotion  Between  Use  cf  Oral  Con- 
traceptives ond  Thromboembolic  Disease.  A  Further  Report.  Brit.  Med.  J., 
2:651-657,  1969. 

4.  Sortwcll,  P.  £.,  Masi,  AT.,  Arthes,  f.  G.,  Greene,  G.  R.,  and  Smith,  H.  E., 
Thromboembolism  and  Oral  Contraceptives:  An  Epidemiological  Case-Control 
Study,  Am.  J.  Epidem.,  90:365-380,  (Nov.j  1969. 

8.  Following  repeated  injections,  amenorrhea  and  infertility  may  persist  for  pe- 
riods up  to  18  months  ond  occasionally  longer. 

PRECAUTIONS 

1.  The  prcfreotment  physical  examination  should  include  special  reference  to 
brcost  ond  pelvic  organs,  as  well  as  Paoonicoloou  smear. 

2.  Becousc  this  drug  may  cause  some  degree  of  fluid  retention,  cotaitierss  which 
flight  be  influenced  by  this  factor,  such  os  epilepsy,  migraine,  osthir-ia,  cardiac  or 
renal  dysfunction,  require  careful  observation. 

3.  in  coses  ot  breakthrough  bleeding,  os  in  all  coses  of  irregular  ^bleeding  per 
voginum,  nonfunctional  couscs  should  be  borne  in  mind.  In  coses  of  undiagnosed 
vaginol  bleeding,  odequate  diagnostic  measures  arc  indicated. 

J.  Patients  who  have  a  history  of  psychic  depression  should  be  corchully  observed 
ond  the  drug  discontinued  if  the  depression  recurs  to  a  serious  degree. 
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5.  Any  possible  influence  of  prolonged  progestin  theropy  on  pituitary,  ovarian, 
odrenal,  hepatic  or  uterine  functions  owoits  further  study. 

6.  A  decrease  in  glucose  tolerance  has  been  observed  in  a  small  percentage  of  pa- 
tients on  estrogen-progestin  combination  drugs.  The  mechanism  of  this  decrease 
is  obscure.  For  this  reason,  diobctic  patients  should  be  corefuMy  observed  while 
receiving  progestin  theropy. 

7.  The  pathologist  should  be  advised  of  progestin  theropy  when  relevant  speci- 
mens ore  submitted. 

8.  Because  of  the  occasional  occurrence  of  thrombotic  disorders,  (thrombophlebitis, 
pulmonary  embolism,  retinol  thrombosis,  ond  cerebrovascular  disorders)  in  pa- 
tients taking  estrogen-progestin  combinations  and  since  the  mechanism  is  obscure, 
the  physician  should  be  alert  to  the  earliest  manifestation  of  these  disorders. 

ADVERSE  REACTIONS 

In  o  few  instances  there  hove  been  undesirable  sequelae  at  the  site  of  injection, 
such  as  residuol  lump,  change  in  color  of  skin  or  sterile  abscess. 

The  following  adverse  reactions  have  been  associated  with  the  use  of  Depo- 
Provero  (medroxyprogesterone  acetate). 

Breast— In  a  few  instances,  breast  tenderness  or  galactorrhea  have  occurred. 

Pregnancy— A  few  coses  of  clitoral  hypertrophy  have  been  reported  in  newborn 
femoles,  whose  mothers  received  Depo-Provero  during  pregnancy.  Prolonged  post- 
partum bleeding,  postabortal  bleeding  and  missed  abortion  have  been  reported. 

Psychic— An  occasional  patient  has  experienced  nervousness,  insomnia,  somno- 
lence, fotigue  or  dizziness. 

Thromboembolic  Phenomena— Thromboembolic  phenomena  including  thrombo- 
phlebitis and  pulmonary  embolism  have  been  reported. 

Skin  and  Mucous  Membranes— Sensitivity  reactions  ranging  from  pruritus,  urti- 
caria, angioneurotic  edema  to  generalized  rash  and  anaphylaxis  have  occasion- 
ally been  reported.  Acne,  alopecia,  or  hirsutism  have  been  reported  in  a  few 
coses. 

Gastrointestinal— Rarely,  nausea  has  been  reported.  Jaundice,  including  neo- 
natal jaundice,  has  been  noted  in  a  few  instances. 

Miscellaneous— Rore  cases  of  headache  and  hyperpyrexia  have  been  reported. 

The  following  adverse  reactions  have  been  observed  in  women  taking  proges- 
tins including  Ocpo-Provera: 

breakthrough  bleeding  changes  in  cervical  erosion  and 

spotting  cervical  secretions 

change  in  menstrual  flow  cholestatic  jaundice 

amenorrhea  rash  (allergic)  with  and  without  pruritus 

edema  melasma  or  chloasma 

change  in  weight  (increase  or  decreose)         mental  depression 

A  statistically  significant  association  has  been  demonstrated  between  use  of 
estrogen  progestin  combination  drugs  ond  the  following  serious  adverse  reactions: 
thrombophlebitis;  pulmonary  embolism  and  cerebral  thrombosis  ond  embolism. 
For  this  reason  patients  on  progestin  therapy  should  be  carefully  observed. 

Although  ovoilablc  evidence  is  suggestive  of  en  association,  such  a  relationship 
has  been  neither  confirmed  nor  refuted  for  the  following  serious  adverse  reactions: 
neuro  ocular  lesions,  e.g.,  retinol  thrombosis  ond  cptic  neuritis. 
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The  following  adverse  reactions  hove  been  observed  in  patients  receiving  estro- 
gen-progestin  combination  drugs: 

rise  In  blood  pressure  in  susceptible  individuals  fatigue 

premenstrual-like  syndrome  backache 

changes  in  libido  hirsutism 

changes  in  oppetite  loss  of  scolp  hair  „ 

Cystitis-like  syndrome  erythema  multiforme 

headache  erythema  nodosum 

nervousness  hemorrhagic  eruption 

dizziness  itching 

In  view  of  these  observations,  potients  on  progestin  therapy  should  be  carefully 
observed. 

Femole  fetal  mosculinizotion  has  been  observed  in  patients  receiving  progestins. 

DOSAGE  AND  ADMINISTRATION 
The  suspension  is  intended  for  intramuscular  administration  only. 
Endometriosis— The  recommended  dose  of  Depo-Provero  (medroxyprogesterone 
acetate)  in  tfii?  condition  is  50  rr>g  weekly  cr  JOC  mg  every  Two  weeks  for  ot  lens;  _ 
"six  montiii. 

Endometrial  carcinoma— doses  of  400  mg  to  1000  mg  of  Depo-Provera  per  week 
ore  recommended  initially.  If  improvement  is  noted  within  a  few  weeks  or  months 
ond  the  disease  appears  stabilized,  it  may  be  possible  to  maintain  improvement 
with  os  little  as  400  mg  per  month.  Medroxyprogesterone  acetate  is  not  recom- 
mended os  primary  therapy,  but  os  adjunctive  ond  pclliative  treatment  in  ad- 
vanced inoperable  cases  including  those  with  recurrent  or  metastatic  disease. 

HOW  SUPPLIED 

Sterile  Aqueous  Suspension  Depo-Provero  (medroxyprogesterone  ocetate)  50  mg 
per  ml  and  100  mg  per  ml  ore  available  in  1  ml  and  5  ml  viols. 
50  mg/ml  Each  ml  contains:  100  mg/ml 

50  mg   Medroxyprogesterone  Acetate    100  mg 

Also 

28.8.  mg Polyethylene  Glycol  4000 27 A  mg 

1.92  mg    Polysorbote  80        • 1.84  mg 

8.65  mg Sodium  Chloride 6.3  mg 

1.72  mg   Methylporoben   1.65  mg 

0.19  mg   Propylparaben   0.18  mg 

qs   Water  for  Injection    qs 

When  necessary  pH  was  adjusted  with  sodium  hydroxide  and/or  hydrochloric 
ocid. 

Sterile  Aqueous  Suspension  Depo-Provero  400  mg/ml  is  avcilable  in  2.5  and  10 
ml  viols  ond  1  ml  disposable  syringes. 
Each  ml  contains: 

Medroxyprogesterone  Acetate . .  400  mg 

Polyethylene  Glycol  4000    >.....  20.3  mg 

Sodium  Sulfote  Anhydrous  11  mg 

Myristyl-gammopicolinium    Chloride       1.7  mg 

Wo'er  fo'  Irjccticr.      qs 

Caution:  Federal  law  prohibits  dispensing  without  prescription. 

The  Upjohn  Company  •  Kalamazoo,  Michigan  490C1.  U.S.A.  (code) 

June  1972*  . 
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THE  UPJOHN  COMPANY 


KALAMAZOO.  MICHIGAN  <0CO1 
TCtXf'HO.'VCI  (CIO)  3U3-'.CXX} 


MCVOJCINIC... 

D.IV.rt^NTt)  ion  Mr.Al.TH. 
l*HO\)VCl~\>  WITH  CAItC 


1HD-1 
1 
3/5/ 


FErttlLtTY  RESEARCH 

ORcc  o/ 

CAUL   C.  I.CMVVALLIC.  M.CJ. 
CUUt 

February  25,  1972 


Dear  Doctor: 


uc 


According  to  our  records,  you  now  have  patients,  participating  in 

your  study.   V.'e  are  enclosing sets  of  each  of  the  English  and 

Spanish  versions  of  the  for::i  for  this  number  of  patients  plus 

sets  for  additional  patients.   If  you  need  more  sets  of  forms,  please 
advise  me.  .   • 


Sincerely, 


rCS : lav 
Enclosures 


Paul  C.  Schwa  1  lie i  \l.   D. 


Vt-«<45     t/n 


130 

Depo-Ftcvcra  V/itttcn  In'otaicd  Consent  form 
(or  ContraccpiiV'c  Studies 


This  is  lo  certify  that  I. : L! — ! .  hereby  agree  end 

consent  to  receive  nn  injection  of  on  experimental  drug  called  Depo-Provcra  every  three  mopillis 

under  the  caie  and  supervision  of  Dr. LA.— .    I  understand  that  this 

t  .  i      j 

injection  will  be  given  to  inc  in  an  attempt  to  keep  me  from  becoming  pregnant.    I  hove  been  told 

1  ■  ! 

that  tests,  in  doijs  injected  with  this  drug  showed  that  some  of  iheia  developed  tumors  pin  ihefr 

bieasts.   tome  of  these  tumors  may  be  cancer  or  may  develop  into  cancer;  .It  is  not  known  w!r ;'J; ■  r 

or  not  similar  tumors  will  grow  in  my  breasts  after  receiving  the  drug. 

» 

It  has  been  explained  to  me  that  there  aie  available  other  non-experimenl3l  methods  of  preventing 
pregnancy  such  as  pills,  vaginal  creams,  jellies,  foams,  diaphragms,  various  devices  which  arc 
inserted  into  my  womb  and  use  of  a  rubber  (condom)  by  my  husband.   The  effectiveness  cf  these 
various  methods  of  contraception,  as  well  as  the  advantages  and  disadvantages  of  each  method, 
has  been  explained  to  me.   Surgical  sterilization  of  myself  or  my  husband  (along  with  its  ris'-.s, 
advantages  and  disadvantages]  I.CiS  beer:  explained  to  me  as  a  nonreversible  method  of  contraception. 
•  I  have  also  been  told  of  the  effectiveness  cf  Depo-Provcra. 

I  have  read  and  understand  the  pamphlet  prepared  by  the  American  Medical  Association,  American 
College  of  Obstetricians  and  Gynecologists  end  the  food  and  Drug  Administration  informing  users  of 
the  pill  about  the  possible  problems  which  a  woman  may  encounter  during  its  use.    I  understand  also 
Hot  Depo-hovera  is  similar  to  the  pill  in  that  I  may  have  some  of  the  same  problems  occurring  that 
ore  mentioned  in  the  pamphlet  such  as  blood  clots,  tender  breasts,  nausea,  vomiting,  weight  c;3 in, 
weight  loss,  spotty  darkening  of  the  skin  of  the  face, 'mental  depression,  elevated  levels  of  sugar 
and  fatty  substances  in  the  blood,  dizziness,  loss  of  hsir,  increase  in  body  hair  and  increased  or 
<Jccrcascd  sex  drive. 

It  l»as  been  explained  lo  me  that  it  is  quite  likely  that  I  will  have  unexpected  vaginal  bleeding. 
completely  irregular  menstrual  cycles  or  no  menstrual  bleeding  at  all  as  a  result  cf  the  Depo-Provcra  N 
injections.    I  also  understand  that  the  injections  may  have  some  effect  on  the  amount  of  estrogenic 
andadrcrial  hormones  produced  in  my  body  and  that  the  importance  of  these  changes  is  still  being 
investigated.  • 

I  understand,  also,  that  after  a  woman  slops  taking  Dopo-Provera  there  may  be  an  unpredictable 
and  prolonged  delay  before  she  is  able  to  Income  pregnant  or  may  be  unable  to  become  pregnant  a; 
all.  Oecause  of  the  possibility  of  an  occasional  case  of  permanent  sterility,  Dopo-Provera  should 
not  bo  used  by  women  who  may  wish  to  have  another  baby  in  the  future. 
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Fornv.ilun'o   de   lnfor.nc   y   Con.'.cntiinic.nto   par   l-sciito   p?.ta    B(i:c!io:>   con 
Depo-I'rovcra   ccmo   Anliconccyciojial 

inn 

*?-OM     2/72  2/! 

La  prcr-enlc  c:.  para  ccrtificpr  quo  la  quo  suscribc, 


,  Oslo  do  scucrdo  y  consicntc  en  recibir  coda  Ires  noses,  una 


ir.yeccio-i  de  un  rr.odicantento  experimental  dencminado  Depo-f'revora,  bojo  la  vfgilancia  y  supervision  del 

Or. -  Hfiticnclo  qu2  re  ma  adminislrara  esta  inyeccicn 

con  la  iritcr,cio;i  do  cvitar  de  quo  yo  quads  cmL.-3ra7.0da.  Se  mo  hn  informado  quo  los  ons'ifyoo  en  porros  inyecladas 
co:\  cole  modicamento  rovelaron  que  olounos  de  e-Uas  desarro!l;non  tumcres  en  Iss  mamas.   Alcyjnos  do  esios 
;  :  ::vr.  puaden  &er  concero?os  o  pueden  transformarse  en  conccrosos.   f\'o  to  sabe  si  sc  dasnrrolbran  o  no 
lumercs  similarcs  en  mis  mamns  o'ospu^s  do  recibir  el  medic^'.ento. 

So  Hit-  ho  cxplicado  que  cxiaten  ciros   mo  lodes  no cxporimonlalcs  para  cvitjr  cl  crubarozo  talus  ccvo 
piJdoras,  cremas,  jaleos.  espi'ma?,  digfrogrnas  vogir.a'es,  diforontcs  dispositives  quo  se  inscrton  en  mi  matrix 
y  cl  nso  de  preservatives  (condor.)  por  mi  csp?;o.   So  mo  cxplico  la  cficocia  do  cstos  diversos  rnotodos  anti- 
■.?p2ionalc$,  co;:;o  tambien  1as  ventojas  y  desvcr.tajas  do  Coda  motodo.     Se  ir,3  cxplico  la  ostcri lizoCion 
qui:u;gica  tanto  jca  mi  como  para  mi  expose  (junto  con  sus  ricsgos,  vantajas  y  desventajas)  co:no  un  metc<do 
ttriliconccpcional  irreversible.   Tambien  se  mo  liable  de  la  efici-.cia  do  Depo-Provcra. 

Ho  leido  y  entcr.dirio  cl  follcto  prcpaiado  por  la  Asociacion  f.'.cdica  Americana,  Colcgio  Americano  do 
Obstelros  y  Ginccolcgos  y  Administracion  de  Droaas  y  Alimcntos,  dondo  so  informa  a  las  quo  usan  |a  pildora 
sobrc  los  posiblcs  problemas  quo  puedc  encontror  una  mujcr  durante  su  uso.   Entiendo  tambien  que  Dopo- 
Provcra  cs  similar  a  la  pildora  en  cuanto  a  quo  yo  pucdo  tenor  alounos  de  los  mismes  problcmas  quo  o;urrcii  y 
que  se  rvoniicnnn  en  el  follcto.  tales  como  coagufos  sanguincos,  dolor  do  los  mamas  a  la  palpacion,  nsusqas, 
vo.nilos.  aunchto  do  peso.     *"!ida  da  pr:so.  oscurccimiento  en  diferonics  zonss  de  la  piel  do  In  c-ara,  do  pros  ion 
mental,  concentric ionos  cl.  •-..    ■  .'■     zucor  y  substartcias  Qrasas  en  la  sangrc,  marcos.  pordida  del  cr.bollo, 
numontodcl  vollo  en  cl  ccor  -onto  o  disminucion  del  dosco  sexual. 
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I  liavo  tried  all  other  kinds  of  birlli  control  methods  and  cannot  us*  them  or  I  refuse  to  use  all  H&-1 

■oili'f  kinds  of  birth  control  methods.  Therefore,  I  hereby  volunteer  of  my  own  freo  will  to  receive  C> 

3/9/ 
injection?  of  the  cxpei imenta I  birth  control  drug,  Dcpo-Piove.-a,  with  the  full  knowledge  and  under? 

standing  that  it  produced  breast  luniors  itt  some  dogs  end  it  is  not  known  whether  similar  tumors 

1   ! 
will  develop  in  my  bteasts.  '  I  '  j  .  , 

f  I  understand  that  I  may  withdraw  'rorn  this  investigational  study  of  lr)3  use  of  Dcpo-Provcra  for 

•  ■         i 

contraception  i<t  any  time. 


Signed: 

Witnessed: 


'■••"  *     \ 

(Optional  on  Part  of  Investigator) 

This  is  to  certify  that  I. \ ,  husband  of 

. ,  hereby  agree  and  consent  to  lave  my  wife 


receive  injections  of  the  experimental  drug.  Depo-Provcia,  every  three  months.    It  has  been  explained 
to  me  that  my  wife  may  not  be  able  to  become  pregnant  after  discontinuing  Depo-Provera. 


Signed: 


Witnessed: 


I  have  explained  to  the  patient  the  facts,  risks  and  alternatives  contained  in  the  above.   She      / 
consents  to  receive  Depo-Provera  for  contraception  for  the  following  rcason(s)   (check  one  or  morw): 

1.  She  experienced  unacceptable  side  effects  with  other  methods;  •  • 

2.  She  refused  to  accept  the  responsibility  demanded  by  other  methods;  I 

3.  Other  methods  of  contraception  have  repeatedly  failed  and  further  pregnancy  is  not  desired; 
A,  She  prefers  Dcpo-Provcra  to  all  other  available  contraceptive  methods. 


Signed: 


(f-HYilCIAN) 
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-2-  '  IUi)-1C3! 

3 
Sc  ma  ha  explitario  quo  cs  muy  posible  que  yo  pucda  tener  sangrpdo  vayinal  inespcrado,  nclos      3/9/72 

laensLrudlcs  cc::ip!clu.riicntc  irrcnci/ircs  o  ninQun  sangr.-.do  menstrual  ccn.o  rcsultado  do  lar.  inyeccionos  dc 

Doi»Pft»vcra.   Tambicn  entiendo  que  las  inycccionoc  puedsn  tener  algun  cfocto  eo'.-.ji;  la  cantidad  de  hormonr.s 

CfStro£*7p.icas  y  adrcnalcs  producidas  por  ml  organismo  y  quo  run  so  esta  invest ifjando  la  irr-.po;t.::r.cio  quo  pucdin 

tenci  t'iclios  ca:ri'oios. 

Tambicn  entic-ndo  que  despucs  que  una  mujcr  deja  do  rvcibir  Depo-Provcra,  puodc  hs'bor  u:.i  dsmora 

proJotgrda  y  no  pronosticsblc  antes  dc  qua  clla  pucda  qucdar  cinbarazada  o  que  c;i  defintiiva  no  pueda    ' 

i 
«     \ 
quadar  embarazeda.   Debido  a  la  posibtlidad  de  que  so  puedc-n  producir  car-os  do  estcrilidad  p^rriancnte, 

Dcpc»PiOVCTa  no  dobcfii  scr  usado  por  mujercs  q'jo  pueda n  desear  otro  hi  jo  en  cl  future. 

Yo  he  prtvjado  tedas  las  otras  elates  t?o  meicdos  de  control  de  Is  natalidacl  y  no  lor,  p:.odo  usar 
orchusoa  user  tpdos  lea  demas  tipos  da  metodos  de  control  do  la  nalalMad.  Por  lo  I  cm  to,  yo  aqui  rfoclaio 
qua  por  mi  propia  y  libre  voluniad  ma  presto  a  recibir  inyecciones  del  medicamento  experimental  para  c! 
control  dc  la  natalic'ad,  Depo-Prevero,  con  complete  conoc-intiento  y  entendim lento  quo  el  niif.no  ha  produaido 
tumorcs  en  las  mamas  de  slnunas  porras  y  que  no  se  sabs  si  se  decorrollaran  tumorcs  simi  lares  en  mis 
mamas.  •         . 

Entiendo  que  en  cualquier  mornsnto  pueda  retirenne  do  este  estudio  de  investirpcion  so.  re  cl  uso 
dj  Dcpo-Provcra  p?ra  la  anticoncc:>ci6n.  '•  .  ... 


Firmado: 


Tcstifjo: 


(Hocicnte)  (fee  ha) 


t2-O0G    2/72 
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IKD-li 
.....  4 

(Oj)oi ana I  p°r  V?'- t0  del  Inv'esiigndor)  3/9/ 


-3- 


La  prcscnlc  cs  para  ccrtificnr  que  yo. 


cspaso  dc - •  act11'  declnro  que  cstoy  conformo 

y  consic-nio  qlic  mi  csposo  rccibn  coda  trcs  mescs  inyoccjoncs  c!cl  medicamento  experimental,  Dcpo-Provera. 
o,j ,  -,  |, ,  tr.;>licado  quo  podria  ccu'rir  quo  mi  csposa  no  pucda  qucdar  embarazada  despuos  o"e  suspender  cl 
tri.tor.iicr.to  con  Depo-f'fovcro.  ."*.••. 


Firmado: 


(csftoso  dc  la  poc  ionic*)  ,  "  ■    '       ((echo) 


Test  ho: 


Ho  explicodo  a  In  paciente  los  liechos,  rjesgas  y  alternatives  quo  se  describan  antcriotnienlc,   Ella 

•  cnte  en  recibir  Dopo-Provcra  con  fines  anliconccpcicnoles  por  la(s)  siguic-ntc(s)  rr.zonjcs)   (marcar  una  o  mas): 
rn  otros  inelodos  clla  ha  expon'mcniado  cfectos  secondaries  intoicrablcs; 

I..  Ii.i  rcliusarfo  a  accptar  la  responsabilidad  que  cxigen  oiros  metodos; 
%-  Uo-  melodo*  anticoncepcior.ales  lian  (tacasado  repatidamente  y  no  dasea  nincjun  olro  cmbarazo; 

•  la  prcficrc  Depo-Provcra  sobre  todos  los  otros  metodos  anticoccpaionales  disponibles.  •    * 


Firmado: 

(Medico)  (lecha) 


•2-OOC    ?/»2 
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DEPARTMENT  OF  HEALTH.   EDUCATION.  ANC 
PUCt.lC  HEALTH  SCRVICC 
NATIONAL   INSTITUTES  OF  HCALTH 
Bt'THESOA.    MARYLAND     20014 


September  25, ^T^ 


Request  for  Proposals  RFP-CPR-73-4 

Contra c t  Program  for  Clinical  Studies  of 

Est r o?,cns  as  Postcoital  Contraceptive  Agents 

The  Center  for  Population  Research  of  the  National  Institute  of  Child 
Health  and  Human  Development  is  issuing  its  first  Request  for  Proposals 
in  the  Center's  program  to  determine  the  safety  and  efficacy  of  estrogens 
as  postcoital  contraceptive  agents. 

The  aims  and  requirements  of  this  request  are  described  in  the  following 
sections: 

I.   Contract  Program  for  the  establishment  of  the  safety  and 
efficacy  of  estrogens  as  postcoital  contraceptive  agents. 
II.   Content  and  Format  of  Proposals. 
IIIi  Method  and  Criteria  for  Review  of  Proposals. 
IV.  Administrative  Certifications  and  Legal  Requirements. 

Forty  copies  of  proposals  submitted  in  response  to  this  RFP  must  be 
received  ac  the  address  immediately  below  by  5:00  p.m.,  local  time,  on 
November  2d,  1972.   Proposals  should  be  addressed  to: 

Contracting  Officer 

Grants  and  Contracts  Management  Branch 

National  Institute  of  Child  Health  and 

Euuan  Davelopnent 
Building  31,  Room  3A-22 
Bethesda,  Maryland  20014 


If  you  have  questions  about  the  program,  please  do  not  hesitate  to 
telephone.  Questions  concerning  scientific  aspects  of  the  program  shou 
be  directed  to  Richard  P.  Blye.  Ph.D.,  Contraceptive  Develcpmcnc  Branch 
Center  for  Population  Research;  the  telephone  number  is  (301)  496-1661. 
Questions  concerning  administrative  and  fiscal  ratters  should  be  direct 
to  Mr.  Paul  J.  Duska,  Contracts  Management  Section,  Grants  and  Contract 
Management  Branch,  I'i'CHD;  his  telephone  number  is  (301)  496-4611. 


Id 


e-d 


We 


.  i 
V-dV/  that  tais  Rl-'P  arid  participat 

•7/7  J       /  /   /"1  .* 


rhiiip  A'.  Ccri-man,  KLDj, 


XJ 


Director 

Center  for  Pop". Jat imi  Research 
National  Institute  ol   Child  Sioaith 
"~  and  Hurian  .••■.•v'.Jo.vient 

Attachments:   HEW-315  (icv.  8-64) 
}P->:-3:0  (rev.  3*72) 


ion  in  the  program  are  of  interest 

Lewis  S.  Pollack 
Contracting  Officer 
Grants  and  Contracts  Manarcme 
Rational  Institute  of  Child  \ 
and  Hunan  Development 


to  vou, 

J. 


nt  Bran 
ca'i  ch 
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l. 


RFP-CPR-73-4 
Efficacy  r<v.d    Safety  of  Estrogens  as 
Postcoital  Contraceptive  Agents 


I*   Contract  Program  for  the  Establishment  of  the  Safety  and  Efficacy 
of  Estrogens  as  postcoital  Contraceptive  Agents. 

A»  Program  Objectives: 

The  ability  of  estrogens  to  prevent  pregnancy  in  experimental 
animals  has  been  knovn  for  over  four  decades  yet  relatively 
little  information  is  available  at  the  Clinical  level  in  this 
guise.   Recent  reports  indicate  that  certain  estrogenic  sub- 
stances may  be  effective  in  preventing  human  pregnancy  when 
administered  shortly  after  unprotected  midcycle  exposure. 

As  part  of  its  broad  interest  in  methods  of  fertility  control, 
•  the  Center  for  Population  Research  wishes  to  evaluate  the 
clinical  safety  and  postcoital  contraceptive  effectiveness  of 
steroidal  estrogens  presently  marketed  in  the  United  States.   It 
is  the  purpose  of  this  RFP  to  generate  sufficient  data  to  support 
or  deny  indication  for  this  use.   In  the  event  that  adequate 
clinical  data  can  be  accumulated  supporting  the  use  of  specific 
estrogens  as  postcoital  contraceptives,  the  Center  may  file  a 
New  Drug  Application  (1JDA)  with  the  Food  and  Drug  Administration 
(FDA)  requesting  a  label  change  to  include  indications  for  the 
new  use. 

B,  Program  Specifications: 

1.   Forma  t 

Clinical  protocols  should  be  essentially  "Phase  3"  in  nature, 
utilizing  large  numbers  of  subjects  and  designed  to  show  proof 
•  of  efficacy  with  careful  monitoring  for  side  effects  and  any  ... 
idosyncratic  drug  reactions. 

Even  though  a  physician,  operating  under  the  rules  of  the.  state 
of  his  licensure,  may  employ  a  marketed  durg  for  both  approved 
(indicated)  and  other  (not  indicated)  use  in  his  practice, 
"notice  of  plained  investigational  exemption"  (more  ccrrmionly 
known  as  a  IN*D)  should  be  filed  for  the  study  of  a  marketed 
drug  for  an  unapproved  use.    An  IND  should  be  filed  to  under- 
take the  study  of  estrogens  as  postcoital  contraceptive  agents 
inasmuch  as  this  use  i.j  not  indicated  for  any  estrogen  marketed 
in  the  United  States.   Responders  to  this  program  snculd  hold 
or  present  evidence  far  the  application  of  an  IND  for  each 
drug  proposed  for  study. 
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2.  Candidate  Es trovens 

Candidate  conpounds  must  be  steroidal  estrogens  presently 
marketed  in  the  United  States  and  for  which  the  respondent 
has  obtained  or  has  submitted  application  for  the  appropriate 
IND  to  undertake  the  proposed  clinical  trials.   The  Center  is 
particulary  interested  in  ethynyl  estradiol  and  conjugated 
estrogens  because  their  potential  clinical  utility  as  post- 
coital contraceptive  agents  has  already  been  identified. 
Respondents  proposing  the  study  of  other  estrogens  meeting  the 
aforementioned  criteria  (steroidal,  presently  marketed  in 
the  U.S.)  must  present  convincing  evidence  for  their  selection. 

In  general,  the  compound(s)  selected  should  be  orally  active. 
Compounds  proposed  for  parenteral  administration  must  be 
accompanied  by  human  metabolic  data  showing  absorption  and 
excretion  rates  as  well  as  half  life.   Long  acting  estrogens 
which  require  more  than  24  hours  to  reach  maximum  circulatory 
levels  and/or  whose  activity  persists  for  more  than  1  week  are 
considered  unacceptable. 

3.  Subjects 

a.  General: 

A  description  of  the  subject  population  available  to  the 
investigator  for  his  proposed  studies  should  be  provided 
as  requested  under  Section  I-C  of  the  RFP.   Include  the 
total  number  of  subjects  anticipated  for  inclusion  in  the 
study  during  the  contract  period.  . 

b.  Informed  Consent: 

Informed  consent  must  be  obtained  for  all  patients  in  accord- 
ance with  HEW  guidelines  obtainable  from:  National  Institutes 
of  Health,  Division  of  Research  Grants  Institutional  Relations 
Branch,  Westwood  Bldg.,  Room  422,  Bethesda,  Maryland  20014. 

Because  the  proposed  investigation  will  essentially  be  a 
/  Phase  3  clinical  trial,  it  is  the  responsibility  of  the 
investigator,  taking  into  consideration  the  physical  and 
mental  state  of  the  subject,  to  decide  when  it  is  necessary 
or  preferrable  to  obtain  consent  in  other  than  written  form. 
When  verbal  consent  is  obtained,  it  should  be  so  recorded 
in  the  medical  record  of  the  person  receiving  the  drug. 
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3. 


c.   Patient:  Selection,  History  and  Tdcntif  icat  ions : 

A  short  medical  history  of  each  subject  will  be  obtained 
prior  to  inclusion  in  the  study.   Physical  and  gynecological 
data  should  be  recorded.   Subjects  with  a  history  of   neo- 
plasia of  the  reproductive  tract,  breast,  gonad  or  pituitary 
or  whose  medical  record  would,  in  the  opinion  of  the  investi- 
gator, otherwise  contraindicate  the  use  of  estrogens,  shall 
be  excluded  from  the  study.   Subjects  should  be  identified 
in  such  a  manner  to  ensure  that  no  subject  enters  the  study 
(i.e., is  treated)  more  than  once.   NO  INDIVDUAL  SUBJECTS  WELL 
BE  GIVEN  THE  COURSE  OF  TREATMENT  MORE  THAN  ONCE.   Subjects 
who  have  previously  received  estrogens  postcoitally  for  the 
prevention  of  pregnancy  will  be  excluded  from  the  study. 
Every  effort  will  be  made  to  exclude  pregnant  subjects  from 
the  study.   To  ensure  this  exemption,  each  subject  will  be 
given  a  pregnancy  test  prior  to  inclusion  in  the  trial. 
Subjects  having  positive,  marginal  or  any  pregnancy  test 
result  other  than  negative  will  be  excluded  from  the  study. 

The  proposal  will  be  limited  to  a  study  of  estrogen  medica- 
tion following  a  single  unprotected  laid cycle  (coital) 

expos urc.   Subjects  reporting  multiple  unprotected  exposure 
shall  be  excluded  from  the  study  for  that  menstrual  cycle 
during  which  multiple  unprotected  exposure  occurred. 
Additionally,  the  following  conditions  will  apply; 

(1)  The  patient  must  report  for  medication  within  72 
hours  of  exposure. 

(2)  Orally  active  estrogens  must  be  administered  within 
72  hours  of  unprotected  exposure. 

(3)  The  maximum  interval  between  unprotected  exposure  and 
the  institution  of  parenteral  estrogen  medication  will 
depend  on  the  metabolic  characteristics  of  the  estrogen 
proposed  for  study.   In  no  case  will  this  interval  be 
greater  than  72  hours. 

(4)  Every  attempt  will  be  made  to  see  that  patient9  receive 
the  entire,  course  of  medication. 

(5)  Every  subject  admitted  for  therapy  will  be  told  to 
refrain  from  coital  exposure  during  the  remainder  of 
menstrual  cycle  of  treatment.   Information  currently 
available  indicates  that  while  estrogen  administration 
may  bo  effective  in  preventing  pregnancy  when  instituted 
shortly  after  unprotected  midcyclc  exposure,  this 
medication  is  not  contraceptive  ror  subsequent  exposure 
during  the  remainder  of  the  cycle. 
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A. 


d,  Controls: 

Neither  untreated  nor  placebo  control  groups  shall  be  incor- 
porated into  the  study. 

While  controls  shall  not  be  made  a  part  of  the  proposed 
investigation,  the  Center  is  interested  in  acquiring  infor- 
mation on  the  outcome  of  patients  (who  have  had  a  single 
unprotected  midcycle  exposure)  who  elect  measures  other  than 
postcoital  contraceptive  medication.   Respondents  whose 
practice  normally  includes  such  patients  are  urged  to  include 
the  collection  of  appropriate  data  as  part  of  their  proposal. 

e.  Follow-up; 

Investigators  will  undertake  careful  follow-up  procedures 
to  ensure  accurate  reporting  of  side  effects  both  during 
and  following  medication.   Particular  attention  should  be 
paid  to  the  following: 


Nausea,  degree  and  duration 

Vomiting,  duration 

Headache 

Dizziness 

Diarrhea 


Water  balance 
Cutaneous  reactions 
Breast  tenderness 
Vaginal  bleeding, 
degree  and  duration 
Abdominai  crams 


The  above  list  of  side  effects  is  by  no  means  complete  and 
investigators  should  indicate  the  full  extent  (and  method) 
of  their  subject  interview  in  this  regard.   The  onset  and 
duration  of  menstruation  following  treatment  should  be 
recorded  as  well  as  any  deviation  from  the  normal  bleeding 
pattern.   Prevention  of  pregnancy  during  the  medicated 
cycle  will  be  adequately  documented  by  performing  a 
pregnancy  test  no  sooner  than  20  days  (depending  on  the 
sensitivity  of  the  test)  nor  later  than  60  days  following 
the  midcycle  exposure  for  which  treatment  was  instituted. 

Termination  of  pregnancy  in  the  event  of  apparent  treat- 
ment failure  is  not  supportable  under  this  RFP.   However, 
investigators  are  requested  to  indicate  the  course  of 
action  that  will  be  taken  in  those  instances  where 
pregnancy  ensues. 

4.   Reports: 


A  record  for  each  subject  in  the  program  vill  be  prepared 
according  to  the  outline  contained  in  Exhibit  I.   These  will 
be  summarized  at  3  month  intervals  and  reported  to  the 
Project  Officer.   A  cumulative  review  of  the  program  should 
be  established  to  provide-,  continuous  monitoring  of  the 
program  fcr  untoward  side  effects  and  regimen  efficacy. 
Unusual  problems  should  be  communicated  to  the  Project 
Officer  directly. 
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5. 


C«   Technical  Ins  tructi  ons  ; 

Responders  arc  requested  to  provide  the  information  out- 
lined below  in  a  clear  and  concise  manner. 

1.    Format 

Provide  a  summary  of  the  investigation  proposed 
including  bibliographic  references  where  appropriate. 

~~Zi        Candidate  Estrogens     —   

The  following  information  regarding  the  estrogens 
proposed  for  study  must  be  provided: 

a.  Generic  and  trade  name 

b.  Source  (manufacturer) 

c.  Type  of  formulation,  i.e.  tablet,  capsule,  solu- 
tion, etc. 

d.  Dose,  i.e.  quantity  of  estrogen  per  tablet, 
capsule,  etc. 

e.  Compound (s)  proposed  for  parenteral  administration 
must  be  accompanied  by  human  metabolic  data  shew- 
ing absorption  and  excretion  rates  as  well  as 
half-life.   Injected  or  oral  estrogens  which  require 
more  than  24  hours  to  reach  maximum  circulatory 
levels  and/or  whose  activity  persists  for  mere 

than  one  week  arc  consider ed  unacceptable. 

f.  Data  showing  the  potency  of  the  proposed  estro- 
gcn(s)   in  terms  of  human  replacement  therapy. 

3 •   Notice  of  Claimed  Investigational  Exemption  for  a 
New  Drug 

Respondents  must  supply  the  following: 

a •   Vfo_cre  an   IND  for  the  prone? ed  use  has  a  1  reacv_  be c\\ 
obtained ,  a  copy  of  the  letner  from  the  responsible 
officer  of  the  Food  and  Drug  Administration  (FDA) 
indicating  such  approval  and  identifying  the  IND 
number  assigned.  r- 

k  •   Uhnrc  an  T ITD  for  the  pr  o  pes  ed  use  has  _n  o  t  be  en 

£l!?i-.r-i!};.£[>  a  co?y    01-    the  letter  to  i'DA  requesting  the 
claimed  investigational  exemption  including  corre- 
spondence indicating  the  manufacturer's  willingness 
to  provide  access  to  their  NDA  documents  on  file 
With  FDA. 
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C  A  statement  from  the  manufacturing  company 
Indicating  willingness  to  supply  the  dosage 
form  of  the  drug  proposed  for  study. 

4.  Subjects 

a.  Describe  the  subject  population  available. 

b.  Estimate  the  total  number  of  subjects  to  be  studied 
during  the  contract  period.   Responders  should 
have  a  subject  population  available  sufficient  to 

-study  a  minimum  of  200  cases  for  each  drug. 
Proposals  providing  for  less  than  200  cases 
during  the  contract  period  are  unacceptable. 

c.  Provide  a  copy  of  the  informed  consent  form  which 
will  be  used. 

d.  Provide  a  copy  of  the  form  to  be  utilized  for 
recording  the  medical  history  and  examination  of 
each  subject  and  a  brief  description  of  the  methods 
employed  to  obtain  this  information. 

e.  Indicate  the  mam\er  of  patient  identification. 

f.  Describe  the  procedures  to  be  used  to  eliminate 
pregnant  subjects  from  the  study. 

5.  Protocol 

a.  Include  the  following  statement  in  the  proposal: 
"Neither  untreated  nor  placebo  concrol  subjects 
will  be  utilized  in  the  proposed  investigation." 

b.  Provide  the  name  of  the  estrogen,  the  dosage,  and 
the  frequency,  duration  and  route  of  administration 
proposed  for  study. 

c.  In  all  proposals  employing  self  medication 
(i.e.  tablets,  etc.),  indicate  the  procedures 
to  be  followed  in  the  event  of  "missed"  medi- 
cation (i.e.  forgot  to  take  a  tablet,  tablet 
lo3t,  vomited,  etc.)  *" 

d.  Respondents  will  provide  adequate  justification 
for  the  use  of  estrogens  other  than  those  identi- 
fied above,  proposed  for  study.  Human  clinical 
data  are  preferred.  Where  the  estrogen  proposed 
has  not  previously  been  studied  as  a  postcoital 
contraceptive  agent  in  man,  convincing  evidence 
for  this  use  rr.usc  be  provided. 


93-999  O  -  73  -  pt.  1 
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6*     Follow-up: 

a.  Indicate  the  follow-up  procedure  to  be  employed, 
Including  the  manner  in  which  data  on  side  effects, 
onset  and  duration  of  menstruation,  and  pregnancy 
will  be  obtained. 

Identify  the  pregnancy  test  (include  trade  name)  to 
be  employed  and  the  sensitivity  of  the  test  with  re- 
spect to  its  proposed  use.  Thus  a  pregnancy  test 
whose  sensitivity  precludes  the  detection  of  gesta- 
tion earlier  than  8  weeks  following  the  last  menses 
(approx.  6th  week  of  pregnancy)  cannot  be  employed, 
for  example,  4  weeks  after  mid  cycle  exposure. 

b.  Include  a  list  of  side  effects  to  be  monitored. 

7.  Reports: 

a.  Use  the  format  contained  in  Exhibit  I  for  patient 
records. 

b.  Indicate  the  manner  in  which  data  will  be  summarized. 

8,  Clinical  Format: 

Submit  40  separately  bound  copies  of  the  proposed  research 
according  to  the  format  in  Exhibit  II.   The  narrative 
portion  of  the  clinical  format  (Exhibit  II)  should  be 
organized  as  follows  using,  wherever  possible,  simple 
language  which  the  layman  can  understand. 

Purpose  of  Project: 

Define  the  scientific  basis  for  the  project  in  a  clear  and 
concise  manner  and  provide  a  statement  weighing  the  risks 
of  treatment  against  benefits  to  the  subjects. 

Project  Protocol: 

(1)  A  description  of  the  subject  population  available 
and  the  method  by  which  patients  will  be  selected 
for  (and  the  basis  for  their  exclusion  from)  the 
study.   Use  the  guidelines  provided  in  Section  I, 
B,3,C  (Patient  Selection,  History  and  Identification) 
of  this  RFP. 

(2)  State  that: 

(a)  "No  individual  subject  will  receive  the  course  of 
treatment  describee  herein  vaotc.   than  once  under 
the  terms  ot  this  contract." 
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(b)  "Neither  untreated  nor  placebo  control  subjects 
will  be  utilized  in  the  proposed  investigation." 

(3)   Provide  a  clear  and  concise  description  of  the 

research  protocol  proposed  including  the  name  of  the 
estrogen,  the  dosage,  and  the  frequency,  duration  and 
route  of  administration. 


(4)  Identify  the  source  of  the  estrogen. 

(5)  Indicate  the  maximum  indicated  dosages  (for  estrogen 
therapy)  from  the  manufacturer's  product  information 
and  from  the  medical  literature  to  support  the 
safety  of  the  proposed  regimen. 

(6)  Give  IND  number  or  application  for  the  IND  including 
pertinent  correspondence  with  the  manufacturer  and 

(   FDA. 

I 

(7)  Provide  explicit  information  on  who  will  provide 

medical  care  for  the  subject  during  the  duration 
of  the  study. 

(8)  Indicate  the  nature  and  duration  of  the  physician- 
patient  relationship.   Define  the  time  at  which  the 
patient  will  no   longer  be  considered  part  of  the 
study. 

(9)  Indicate  the  follow-up  procedure  to  be  employed 
including  the  manner  in  which  data  on  side  effects, 
onset  and  duration  of  menstruation,  and  pregnancy 

-  will  be  obtained. 

Hazards  and  Precautions; 

Indicate  the  hazards  involved  in  the  proposed  study  and  the 
precautions  which  will  be  taken  to  minimize  their  occurrance. 

Inconvenience  or  Discomfort  to  Subject : 

(1)  List  anticipated  side  effects  of  the  proposed  treatment, 
including  their  severity  and  frequency  and  the  manner  in 
which  they  will  be  monitored.   Indicate  what  measures  will 
be  taken  in  the  event  of  side  effects  and  the  individual 
responsible  for  instituting  such  measures. 

(2)  Provide  a  concise  description  of  follow-up  procedures 
and  subject  management  (identify  the  responsible 
physician)  in  Lhc  event  that  treatment  is  interrupted, 
incomplete  or  ineffective  (Ten.iir.ation  of  pregnancy 

in  the  event  oi  treatment  failure  is  not  supper  cable 
under  this  RIP) .         -  - 
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Other  Pertinent  Clinical  Inform?, tion.  including  references: 

(1)  Provide  any  additional  information  supporting  the  safety 
of  the  proposed  medication. 

(2)  Provide  a  copy  of  the  informed  consent  form  to  be  used. 

(3)  Provide  a  copy  of  the  approval  of  the  proposed  research  by 
the  investigator's  insitutional  review  committee  and  the 
constitution  of  that  committee. 
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EXHTBIT  I 
OUTLINE  FOR  SUBJECT  RECORD 

1.  Subject  identification  (code) 

2.  Estrogen 

a.  name 

b.  source 

c.  formulation   (e.g.  2rcg  tablets) 

d.  daily  dose 

e.  frequency  of  medication 
£•  duration  of  medication 
g.  route  of  administration 

h.   if  medication  was  interrupted  for  any  reason,  give  particulars 

3.  Interval  between  unprotected  raidcycle  (coital)  exposure  and 
initiation  of  medication.   Give  in  hours  as  nearly  as  possible. 

4.  Side  effects.   Indicate  severity,  duration  and  onset  relative  to 
initiation  of  medication. 

5.  Menstruation.   Indicate  onset  relative  to  initiation  of  medication 
duration  and  any  deviation  from  the  usual  bleeding  patterns. 

6.  Result  of  post  treatment  pregnancy  test. 

7.  Course  of  action  taken  if  pregnant. 

8.  Comments.   Provide  such  other  information  as  may  be  considered 
useful  including  any  reported  coital  exposure  between  the  initia- 
tion of  medication  and  the  expected  onset  of  menses. 
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EXHIBIT  II 

Standard  rormat  for  p^n^mal  of  Clinical  Research  Project 

Clinical  Project  Number  

(To  be  assigned  by  the  Board) 

Date 


To   :    Chairman,  Clinical  Research  Committee 

Recommended  by  : ,  Branch  Chief 

,  Clinical  Director 


Project  Title: 

Principal  Investigator: 

Associate  Investigator: 

Estimated  Duration  of  Study: 

Number  of  Patients  or  Volunteers  Needed: 


Kind  of  Subjects  Needed:    Volunteers 

Age  Range 
Sex:  Male 


Patients 

to  

Female 


years 


Other  Requirements: 

Narrative  description  incorporating  the  following  headings: 

Purpose  of  Project: 

Project  Protocol:  / 

Hazards  and  Precautions: 

Inconvenience  or  Discomfort  to  Subject: 

Other  Pertinent  Clinical  Information,  including  references: 

Indication  of  Radiation  Committee  approval,  if  appropriate: 

General  Information 

Purpose  of  the  Protocol:  The  research  protocol  represents  a  formal  record  of 
the  inLcnt  or  the  investigator.   This  could  be  important  in  the  rare  event 
_of  medicolegal  action.   It  must  he  specific  but  at  the  same  time  should 
be  writ  Leu  lo  provide  a  reasonably  elastic  framework  for  research,  avoiding 
unnecessary  submission  of,  addenda  :o  permit  minor  changes  in  the  study. 
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II.   Content  and  Format  of  Proposals 


Forty  copies  of  each  proposal  are  required.   No  special  application 
forms  arc  provided.   Proposals  should  be  typed  on  8  x  10  1/2  or 
8  1/2  x  11-inch  bond  paper,  preferably  single  spaced.   Pages  rv.ust  be 
numbered  consecutively  thrrv./hout  the  proposal.   Each  copy  of  a 
proposal  should  be  bound  aY.u/or  fastened  within  a  folder.   Any  un- 
bound material  should  shew  the  name  of  the  offeror  and  the  principal 
investigator,  and  title  of  the  research  proposal. 

Proposals  will  be  received  in  Building. 31,  Room  3A-22,  National 
Institutes  of  Health,  not  later  than  the  time  specified  in  the  covering 
letter  of  this  RFP.  Telegrams  will  not  be  accepted. 

One  of  the  forty  copies  submitted  must  be  signed  by  an  individual 
authorized  to  bind  the  offeror  contractually.   In  addition,  the 
Administrative  Certifications  and  Legal  Requirements  form  accompanying 
this  RFP  must  be  completed,  signed  and  returned. 

The  proposal  should  be  organized  as  follows: 

1.   Cover 

The  cover  of  the  folder  must  indicate: 

a.  that  the  proposal  is  submitted  in  response  to  the  RFP 
number  specified  in  the  covering  letter; 

b.  name  and  address  of  offeror; 

c«   name  of  the  proposed  project  director  (principal 
investigator) ; 

d.  identification  of  copy  bearing  institutional  signatures; 

e.  estimated  total  cost  to  the  Government. 

2#   Title  Page 

a.  the  title  of  the  research  project; 

b,  the  name,  title,  address,  and  telephone  number  of: 

(1)  the  principal  investigator; 

(2)  the  official  (e.g.,  department  chairman,  dean) 
authorizing  the  research  proposal; 

(3)  the  official  authorized  to  bind  the  offeror 
contractually. 
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3.  Tabic  of  Ot  :onts 

Indicate  page  locations  for  each  of  the  principal  sections  of  the  proposal 
and  additional  detail  as  appropriate.  A  tab  index  may  be  helpful  for 
lengthy  proposals. 

4.  Summary  and  Workscope 

Provide  a  brief  summary  (not  to  exceed  one  page)  which  states  as   explicitly 
as  possible  the  nature  and  scope  of  the  proposal. 

5.  Research  Proposal 

a.  Introduction 

Describe  the  overall  design  of  the  project  and 

how  it  is  related  to  the  goals  of  the  program         

as   described  in  this  KF?. 

b.  Specific  Aims  : 

Provide  a  detailed  description  of  the  specific  studies  to  be 
carried  cut,  paying  special  attention  to  research  to  be 
conducted  and  results  anticipated  during  the  contract 
period.   Describe  the  scudy  design  in  detail,  and  indicate 
a  time  schedule  for  completion  of  different  phases  of  the 
proposed  project. 

c.  Methods 

Provide  a  detailed  description  of  the  methods  to  be  used, 
with  technical  details  and  a  thorough  evaluation  of  the 
limitations  and  feasibility  of  the  methods  proposed. 

d.  Previous  Work  in  this  Area 

Describe  previous  work  in  areas  relevant  to  the  program 
objectives  described  in  this  Request  for  Proposals;  provide 
appropriate  citations.   Indicate  what  preliminary  studies 
have  been  carried  out  and  the  results  of  these  pilot  studies. 
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14. 

6»   Qualifications  of  Scientific  Personnel 

Provide  biographic  sketches  and  pertinent  bibliographies  for 
professional  personnel  that  would  be  involved  in  the  proposed 
project. 

7.  Facilities  and  Equipment 

a.  It  is  the  policy  of  HEW  that  equipment  and  other  facilities 
required  in  the  performance  of  Government  contracts  for  research 
and  development  will  be  furnished  by  the  contractor.   In 
exceptional  instances,  some  equipment  may  be  leased  or  purchased 
using  contract  funds,  provided  the  equipment  is  justified  as 
essential  to  the  successful  conduct  of  the  research.   In  these 
cases,  the  offeror  must  certify  that  "there  is  no  practicable 

or  economical  alternative  to  providing  contract  funds  for  the 
lease  or  purchase  of  the  equipment."   (Please  note  -  one  of  the 
factors  to  be  used  in  the  review  and  evaluation  of  each  proposal 
is  the  adequacy  of  the  facilities  and  resources  available, 
including  the  necessary  equipment  to  carry  out  the  proposed 
project.)  | 

b.  The  offeror  shall  describe  existing  facilities  and  equipment 
available  for  conducting  the  proposed  project  and  justify  in  terms 
of  research  needs  any  new  facilities  or  equipment  to  be  acquired 
and  paid  for  by  the  contract. 

8.  Other  Research  Support 

List  all  active  and  pending  research  support  (grant  or  contract)  of  the 
major  participants,  indicating  supporting  agency;  project  number, 
investigator,  project  title,  and  level  of  annual  funding. 

Where  the  proposal  submitted  in  response  to  this  RFP  is  closely  related 
to  or  overlaps  with  the  research  workscope  and /or  funding  of  any  active 
or  pending  support  from  any  source,  indicate  how  the  multiple  sources 
of  support  would  be  interrelated  and/or  what  support  would  be  relinquished 
While  more  than  one  source  of  support  may  be  applied  toward  a  research 
project  (and  for  some  projects  this  may  be  advantageous)  duplication  of 
funding  for  specific  items  is  not  allowable. 

9.  Types  of  Contracts 

The  proposed  price  for  performance  of  the  work  in  response  to  this 
Pvequest  for  Proposals  shall  be  in  accordance,  with  one  of  the  following 
contract  types: 

a.  Cost  Sharing 

b.  Cost  Reimbursement 

c.  Cost  Reimbursement  plus  a  Fixed  Fee 
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10.  Performance  Period 

Offerors  arc  requested  to  furnish  their  own  estimates  of  time  required 
to  achieve  the  objectives  of  this  research.   It  is  anticipated  that 
several  contracts  will  be  awarded  under  this  RfP  each  of  which  may 
include  a  performance  period  of  between  one  and  five  years. 

11.  Incremental  Funding: 

A.  An  incrementally  funded  contract  is  one  in  which  a  total  effort 
or  Job  is  described  for  a  multiple  year  period  and  under  which  funds 
are  allotted  from  time  to  time  to  cover  increments  of  performance. 

B.  It  is  NIH  policy  in  connection  with  projects  of  multiple  year 
•  duration  that  resulting  contracts  will  be  fully  funder  whenever 

possible  to  cover  the  entire  period  of  performance. 

C.  In  the  event  sufficient  funds  are  not  available  to  cover  the 
entire  proposed  project  it  is  the  Governments'  intention  to  nego- 
tiate and  award  some  of  the  contracts  with  incremental  funding 
features  as  described  in  the  attached  General  Provision  entitled: 
"Limitation  of  Funds."  Under  this  article,  which  will  be  included 
in  the  contract  as  awarded,  an  initial  amount  will  be  obligated 
under  the  basic  contract  covering  the  first  year  of  performance. 
Additional  funds  will  be  allotted  from  time  to  time  by  contract 
modification  up  to  the  full  estimated  cost  set  forth  in  the  con- 
tract. While  it  is  the  Government's  intention  to  progressively 
fund  this  project  up  to  the  full  estimated  amount  over  the  entire 
period  of  performance,  the  Government  will  not  be  obligated  co  re- 
imburse the  contractor  for  costs  in  excess  of  periodic  allotments, 
nor  will  the  contractor  be  obligated  to  continue  performance  in 
excess  of  amounts  allotted. 

D.  The  "Limitation  of  Funds"  article  to  be  included  in  contract 
as  awarded,  will  supersede  the  "Limitation  of  Cost"  article  in 
the  preprinted  General  Provisions  (HEW-316). 

E.  Offerors  are  expected  to  respond  with  technical  and  pricing 
proposals  for  the  entire  period  of  performance,  broken  down  to 
reflect  time  phased  increments  of  work.   Contract  negotiations 

will  proceed  on  the  basis  oi  work  required  for  phased  increments  and 
the  entire  multiple  year  project.   The  resulting  contract  worksccpe 
will  describe  the  total  project,  but  time-phased  consistent  with 
planned  allotments.   The  performance  period  in  the  basic  contract 
will  reflect  the  total  estimated  time  to  complete  the  entire  project, 
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12.   Budget 

The  proposed  estimated  costs  must  be  presented  according  to  the  following 
format: 

a.  Detailed  breakdown  of  the  estimated  cost  for  each  phase  of  the 
contract  period.   This  should  integrate  the  estimated  cost  of  any 
individual  subprojects  (paragraph  b)  and,  where  feasible,  sub- 
contracts, by  combining  identical  items  consecutively.   Where 
applicable,  detailed  estimated  costs  should  be  provided  for  each 
subproject  and  subcontract. 

b.  The  detailed  estimated  costs  should  be  broken  down  into  the 
following  categories: 

Project  Director  (Principal  Investigator)  and  senior 

personnel  (give  name,  title,  and  social  security 

number  of  each) 

Other  personnel 

Supplies  (items,  quantity,  and  estimated  price  per  unit) 

Equipment  (items,  quantity,  estimated  price  per  unit  and 

total)--purchase  or  lease 

Travel  (destination,  duration,  purpose  and  cost--per  diem 

and  transportation) 

Subcontracting(basis ,  type  and  detail  breakdown  of  cost) 

Consultants  (give  name  and  social  security  number) 

Other  direct  costs  (itemize  large  categories) 

Overhead  (%  of  item(s) above) 

Total  estimated  cost  to  the  Government 

(1)  cost  incurred  within  the  United  States 

(2)  cost  incurred  outside  the  United  States 

(specific  breakdown  should  be  provided) 

The  listing  of  personnel  should  indicate  the  percent  of  time  or 
effort  of  all  positions  (regardless  of  the  source  of  their  salary 
support)  as  v;ell  as  the  salary  and  fringe  benefits  of  each  person 
who  would  be  supported  by  this  contract.   Social  security  numbers 
must  be  provided.   Justification  is  required  for  all  principal 
budget  items. 

c.  Indicate  the  name  and  address  of  the  cognizant  Government  audit 
agency,  if  any. 
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13.  Human  Subjects 

Prospective  contractors  being  considered  for  award  will  be  required 
to  give  acceptable  assurance  that  the  project  described  herein  will 
be  subject  to  initial  and  continuing  review  by  an  appropriate 
institutional  committee.   This  review  shall  assure  that  the  rights  and 
welfare  of  the  individuals  involved  are  adequately  protected,  that  „ 
the  risks  to  an  individual  are  outweigned  by  the  potential  benefits 
to  him  or  by  the  importance  of  the  knowledge  to  be  gained,  and  that 
informed  consent  will  be  obtained  by  methods  that  are  adequate  and 
appropriate. 

The  proposal  should  be  appropriately  marked  in  the  space  provided  on 
the  form,  or  a  statement  similar  to  the  following,  as  appropriate, 
should  be  entered  on  the  right  hand  margin  of  the  page  bearing  the 
name  of  the  institutional  official  authorized  to  sign  or  execute 
proposals  for  the  institution: 

(a)  "Human  Subjects—Reviewed  and  Approved  on     (Date) .  " 

NOTE:  This  date  should  be  no  later  than  90  days  prior  to  the 
submission  date,  and  must  not  be  more  than  12  months  prior  to 
the  proposed  starting  date. 

(b)  "Human  Subjects — Review  Pending  on   (Date) ." 

NOTE:  This  date  should  be  at  least  1  month  earlier  than  the 
proposed  starting  date  on  the  project  to  avoid  possible  con- 
flict with  the  award  date. 

14.  Royalties 

Offerors  are  requested  to  furnish  Information  in  their  proposals  if 
any  royalties  are  anticipated  to  be  paid  in  connection  with  their 
performance  of  work  under  this  contract. 
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III.   Method  and  Criteria  for  Review  of  Proposals 

Proposals  will  be  evaluated  in  accordance  with  the  following  factors, 
listed  in  order  of  their  relative  importance: 

1.  The  scientific  merit  of  the  proposed  research  and  its 

relevance  to  the  program  outlined  in  this  Request  for  Proposals; 


2.  The  clinical  experience  and  technical  competence  of  the 
personnel  participating  in  the  investigation; 

3.  Prior  experience  in  the  use  of  estrogens  as  postcoital 
contraceptive  agents; 

A.   The  annual  number  of  subjects  expected  to  participate  in 
the  study; 

5.   The  adequacy  of.  the  facilities,  equipment  and  medical  care 
available  to  carry  out  the  proposed  project. 

A  best-buy  analysis  will  be  performed,  taking  into  consideration  the 
-results  of  the  technical  evaluation,  price  analysis,  past  performance 
history,  and  the  ability  to  complete  the  work,  within  the  required  time 
frame. 

Each  proposal  will  be  evaluated  separately  and  independently  on  the  basis 
of  the  above  factors  by  an  ad  hoc  review  panel  composed  mostly  of  non- 
governmental scientists,  and  by  the  NICHD  Contract  Review  Committee. 

A  separate  cost  analysis  and  evaluation  will  be  performed  by  the  Contract 
Specialist. 
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IV.   Administrative  Certif i cntions  and  Legal  Requirements 
A.   Instructions,  Terms,  Conditions  and  Provisions 

NOTICE  OF  REQUIREMENT  FOR  CERTIFICATION  OF  NONSEGRECATED  FACILITIES 

Offerors  are  cautioned  as  follows:   By  signing  this  offer,  the  offeror 
will  be  deemed  to  have  signed  and  agreed  to  the  provisions  cf  the  "Certifi- 
cation of  Nor.segregated  Facilities"  in  this  solicitation.   The  certification 
provides  that  the  offeror  does  not  maintain  or  provide  for  his  employees 
facilities  which  are  segregated  on  a  basis  of  race,  creed,  color  or  national 
origin,  whether  such  facilities  are  segregated  by  directive  or  on  a  de  facto 
basis.   The  certification  also  provides  that  he  will  not  maintain  such 
segregated  facilities.  Failure  of  an  offeror  to  agree  to  the  Certification 
of  Nonsegregated  Facilities  will  render  his  offer  nonresponsive  to  the 
terms  of  solicitations  involving  awards  of  contracts  exceeding  S10,0G0 
which  are  not  exempt  from  the  provisions  of  the  Equal  Opportunity  clause. 

NOTE:   Offers  must  set  forth  full,  accurate  and  complete  information  as 
required  by  the  solicitation  (including  attachments) .   The  penalty  for 
making  false  statements  in  offers  is  prescribed  in  18  U.S.C.  1001. 

1.   GENERAL  INSTRUCTIONS 

(a)  The  offeror  is  requested  to  promptly  acknowledge  receipt 
of  the  Request  for  Proposals  (RFP)  and  advise  the  issuing 
office  whether  he  intends  to  submit  a  proposal. 

(b)  Hand  delivered  proposals  must  be  received  at  the  place 
designated  for  receipt  of  proposals  prior  to  the  specific 
time  set  forth  in  the  RFP  letter. 


2.   PREPARATION  OF  OFFERS 

(a)  Offerors  are  expected  to  examine  all  Sections  of  this  Request 
for  Proposals  and.  to  compiy  with  the  instructions,  teres  ar.d 
conditions  set  forth  herein.   Failure  to  do  so  will  be  at  the 
offeror's  risk. 

(b)  Offeror  shall  furnish  the  information  required  by  this 
solicitation.   The  proposal  must  be  signed  by  an  official 
authorized  to  bind  the  offeror.   Offers  signed  by  an  agent 
are  to  be  accompanied  by  evidence  of  his  authority  unless  such 
evidence  has  been  previously  furnished  to  the  issuing  office. 

(c)  Offeror  must  state  a  definite  time  for  performance  of  the 
research  (Period  of  Performance). 
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3.  SUBMISSION'  OF  OFFERS 

Offers  and  r.odif ications  thereof  shall  be  addressed  to  the  office 
designated  for  the  receipt  of  offers  (as  specified  in  the  covering 
letter  attached  to  this  solicitation).   The  offeror  shall  show  the 
Request  for  Proposals  number  and  the  name  and  address  of  the  offeror 
on  the  face  of  the  envelope. 

The  Government  will  require  a  minimum  of  one  hundred-twenty  (120) 
days  for  review  and  acceptance  or  rejection  of  proposals. 

If  not  offer  is  to  be  submitted,  do  not  return  the  solicitation. 
If  you  do  not  wish  to  receive  future  solications,  please  submit  a 
postcard  or  letter  to  that  effect. 

This  solicitation  does  not  commit  the  Government  to  pay  for  any  costs 
incurred  in  the  preparation  or  submission  of  proposals,  nor  to 
contract  for  any  research  and  development  services  described  herein. 

4.  _ LATE  PROPOSALS 

The  Government  has  established  a  schedule  for  award  of  a  contract. 
Late  proposals  will  be  not  be  considered  unless  they  offer  sub- 
stantial benefit  to  the  Government  which  would  warrant  consideration 
in  conjunction  with  timely  offers  received. 

5.  WITHDRAWALS 

The  Government  reserves  the  right  to  consider  proposals  or  modifi- 
cations thereof  received  after  the  date  indicated  for  such  purpose, 
but  before  award  is  made,  should  such  action  in  the  interest  of  the 
Government.   Offers  may  be  withdrawn  by  written  or  telegraphic 
notice  received  at  any  time  prior  to  award.   Offers  may  be  with- 
drawn in  person  by  an  offerer  or  his  authorized  representative, 
provided  his  identity  is  made  known  and  he  signs  a  receipt  for  the 
offer  prior  to  award. 

6.  AWARD  OF  CONTRACT 

(a)  A  contract  may  be  awarded  to  the  responsive  and  responsible 
offeror  whose  offer  conforming  to  the  solicitation  will  be  most 
advantageous  to  the  Government,  price  and  other  factors  considered. 
The  Government  reserves  the  right  to  accept  other  than  the  lowest 
price  proposal. 


156 


21, 


(b)  The  Government  reserves  the  right  to  reject  any  or  all  offers 
and  to  waive  informalities  and  minor  irregularities  in  offers 
received.  ..._ 

(c)  The  Government  reserves  the  right  to  make  an  award  without 
further  discussion  of  the  proposals  submitted.   Therefore,  the 
proposal  should  be  submitted  initially  on  the  most  favorable 
terms  from  both  price  and  technical  standpoint  which  the  offeror 
can  propose  to  the  Government.   The  offeror  shall  specifically 
stipulate  that  the  proposal  is  predicated  upon  the  acceptance  of 
all  the  terms  and  conditions  contained  in  the  Request  for  Proposals. 
It  is  understood  that  the  proposal  will  become  a  part  of  the  official 
file  on  this  matter  without  obligation  to  the  Government. 

7.  AWARD  INFORMATION 

After  the  closing  date  for  receipt  of  proposals,  no  source  selection 
information  will  be  furnished  until  after  award  has  been  made. 

8.  UNNECESSARILY  ELABORATE  PROPOSALS 

Unnecessarily  elaborate  brochures  or  other  presentations  beyend 
that  sufficient  to  present  a  complete  and  effective  proposal  are 
not  desired  and  may  be  construed  as  an  indication  of  the  offeror's 
lack  of  cost  consciousness.   Elaborate  art  work,  expensive  paper 
and  bindings  and  expensive  visual  and  other  presentation  aids  are 
neither  necessary  nor  wanted. 

9.  CONFIDENTIALITY  OF  PROPOSALS 

(a)  Every  effort  will  be  made  to  treat  your  proposal  in  confidence. 
Ordinarily,  proposals  will  not  be  disclosed  to  any  person  not 
directly  involved  in  the  evaluation  process. 

(b)  However,  in  the  event  your  proposal  contains  data  which  you 
may  not  want  disclosed  to  the  public  or  used  by  the  Government 
for  any  purpose  other  than  evaluation  of  proposals,  the  front  page 
of  your  proposal  should  include  the  legend  set  forth  below: 

Technical  data  contained  in  pages  of  this  proposal 

shall  not  be  used  or  disclosed,  except  for  evaluation 
purposes,  provided  that  if  a  contract  is  awarded  to  this 
submitter  as  a  result  of  or  in  connection  with  the  sub- 
mission of  this  proposal,  the  Government  shall  have  the 
—   right  to  use  or  disclose  this  technical  data  to  the  extent 
provided  in  the  contract.   This  restriction  does  not  limit 
the  Government's  right  to  use  or  disclose  any  technical 
data  obtained  from  another  source  without  restriction. 
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10.  ATTACHMENT  A 

The  contract  format  and  General  Provisions  (REV.'  315-rev.  8/64) 

as  shown  in  Attachment  A  will  be  used  for  educational  institutions, 

11.  ATTACICTNT  B  (Nou  attached  if  Educational  Institution) 

The  contract  format  and  General  Provisions  (HEW  316-rev.  3/72)  as 
shown  in  Attachment  B  will  be  used  for  cost-plus- fixed-fee  con- 
tracts.  Minor  modifications  will  be  ni3de  to  the  format  for  cost 
reimbursement  contracts  without  fee  with  commercial  and  non-profit 
organizations. 


93-999  O  -  73  -  pt.  1  --  11 
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IV .   Admin is trative  Certification.':  ond  Loral  Requi rcircnts 
B.   Representations  and  Certifications 


TltlS  ATTAC'rCENT  (PACE  23  THROUGH  29)  SHALL  BE  EXECUTED 
BY  AN  OFFICIAL  AUTHORIZED  TO  BIND  THE  OFFEROR, 
DETACHED  AND  RETURNED  WITH  THE  SIGNED  COPIES  OF  THE  PROPOSAL 


RFP  NO. 


CLOSING  DATE  FOR  THIS  RFP  IS_ 
NAME  OF  OFFEROR 


PRINCIPAL  INVESTIGATOR'S  NAME 


The  offeror  makes  the  following  representations  and  certifications  as  part 
of  his  proposal  (check  or  complete  all  appropriate  boxes  or  blanks): 

1.  SMALL  BUSINESS  REPRESENTATION 

That  he  _IS,  _IS  NOT,  a  small  business  concern.   (A  small  business 
concern  for  the  purpose  of  Government  procurement  is.  a  concern, 
including  its  affiliates,  v/hich  is  independently  owned  and  operated, 
is  not  dominant  in  the  field  of  operations  in  which  it  is  submitting 
offers  on  Government  contracts,  and  can  further  qualify  under  the 
criteria  prescribed  by  the  Small  Business  Administration  as  set 
forth  in  Title  13,  Part  121,  of  the  Code  of  Federal  Regulations.) 

2.  TYPE  OF  ORGANIZATION 

That  he  operates  as  an individual, partnership,   _joint  venture, 

corporation,  incorporated  under  the  laws  of  the  state  of  

t ,  nonprofit, public, private, educational 

institution  or  affiliate. 

3.  CONTINGENT  FEE  REPRESENTATION  (FPR  1-1.505) 

That  (a)  he  HAS,  HAS  NOT,  employed  or  retained  any  company  or 

person  (other  than  a  full-time,  bona  fide  employee  working  solely 
for  the  contractor)  to  solicit  or  secure  this  contract,  and 

(b)  he  _  HAS,  HAS  NOT,  paid  or  agreed  to  pay  any  company  or 

person  (other  than  a  full-time  bona  fide  employee  working  solely 
for  the  contractor)  any  fee,  commission,  percentage,  or  brokerage 
fee  contingent  upon  or  resulting  from  the  award  of  this  contract; 
and  agrees  to  furnish  information  relating  to  (a)  and  (b)  above 
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as  requested  by  the  Cor.t r.ictinr.  Officer.   (For  interpretation  of 
the  representation,  lr.cludir.n  the  tern  "bona  fide  employee"  see 
Code  of  Federal  Regulations,  Title  41,  Chapter  I,  Subpart  1-1.5.) 

If  the  offeror,  by  checking  the  appropriate  box  provided  therefor, 
has  represented  that  he  h.is  employed  or  retained  a  company  or 
person  (other  than  a  full- tiro  bona  fide  employee  working  solely 
for  the  offeror)  to  solicit  or  secure  this  contract,  or  that,  he 
has  paid  or  agreed  to  pay   any  fee,  commission,  percentage,  or 
brokerage  fee  to  any  ccrpany  or  person  contingent  upon  or 
resulting  from  the  award  of  this  contract,  he  shall  furnish,  in 
duplicate,  a  complete  Standard  Form  119,  Contractor's  Statement  of 
Contingent  or  Other  Fees.   If  offeror  has  previously  furnished  a 
completed  Standard  Form  119  to  the  office  issuing  this  solicitation, 
he  may  accompany  his  offer  with  a  signed  statement  (a)  indicating 
when  such  completed  form,  was  previously  furnished,  (b)  identifying 
by  number  the  previous  solicitation  or  contract,  if  any,  in  connection 
with  which  such  form  was  submitted,  and  (c)  representing  that  the 
statement  in  such  form  is  applicable  to  this  offer. 

4.  EQUAL  OPPORTUNITY  REPRESENTATION  (F?R  1-12.805-4) 

That  he  HAS,  HAS  NOT,  participated  in  a  previous  contract  or 

subcontract  subject  either  to  the  Equal  Opportunity  clause  herein 
or  the  clause  originally  contained  in  Section  301  of  Executive 
Order  10925,  or  the  clause  contained  in  Section  201  of  Executive 

Order  11114;  that  he  HAS,  HAS  NOT,  filed  all  required  compliance 

reports;  and  that  representations  indicating  submission  of  required 
compliance  reports,  signed  by  proposed  subcontractors,  will  be 
obtained  prior  to  subcontract  awards.   (The  above  representation 
need  not  be  submitted  in  connection  with  contracts  or  subcontracts 
which  are  excempt  from  the  clause.) 

5.  AFFIRMATIVE  ACTION  PROGRAM  REPRESENTATION  (FPR  1-12.805-4) 

That  (a)  he  HAS  developed  and  has  on  file, HAS  NOT  developed 

and  does  not  have  a  file  at  each  establishment  affirmative  action 
programs  as  required  by  the  rules  and  regulations  of  the  Secretary 

of  Labor  (41  CFR  60-1  and  60-2),  or  (b)  he  HAS  NOT  previously 

had  contracts  subject  to  the  written  affirmative  action  program 
requirement  of  the  rules  and  regulations  of  the  Secretary  of  Labor. 

Note:   If  the  answer  to  (a)  above  is  negative,  complete  the  following: 

Offeror  is  an  agency  or  instrumentality  of  state  or  local 
government. 

Offeror  employees  fewer  than  50  persons. 

Offeror  has  not  been  awarded  a  Federal  contract  or  subcontract 
"  of  $50,000  or  more  since  July  1,  1968, 
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6 .   CERTIFICATION  OF  NON SEGREGATED  FACILITIES  (FPR  1-1  2.  S03-  10(d)  (1)) 

(Applicable  to  (1)  contracts,  (2)  subcontracts,  and  (3)  agreements 

with  applicants  who  arc  themselves  performing  federally  assisted 

construction  contracts,  exceeding  $10,000  which  are  not  exempt 
from  the  provisions  of  the  Equal  Opportunity  clause.) 

By  the  submission  of  this  offer,  the  offeror,  applicant,  or  sub- 
contractor certifies  that  he  does  not  maintain  or  provide  for  his 
employees  any  segregated  facilities  at  any  of  his  establishments, 
and  that  hj  does  not  permit  his  employees  to  perform  their  services 
at  any  location,  under  his  control,  where  segregated  facilities  are 
maintained.   He  certifies  further  that  he  will  not  maintain  or 
provide  for  his  employees  any  segregated  facilities  at  any  of  his 
establishments,  and  that  he  will  not  permit  his  employees  to  perform 
their  services  at  any  location,  under  his  control,  where  segregated 
facilities  are  maintained.   The  offeror,  applicant,  or  subcontractor 
agrees  that  a  breach  of  this  certification  is  a  violation  of  the 
Equal  Opportunity  clause  in  thin  contract.   As  used  in  this  certifi- 
cation, the  term  "segregated  facilities"  means  any  waiting  rooms, 
work  areas,  rest  rooms  and  wash  rooms,  restaurants  and  other  eating 
areas,  time  clocks,  locker  rooms  and  other  storage  or  dressing  areas, 
parking  lots,  drinking  fountains,  recreation  or  entertainment  areas, 
transportation,  and  housing  facilities  provided  for  employees  which 
are  segregated  by  explicit  directive  or  are  in  fact  segregated  on  the 
basis  of  race,  color,  religion,  or  national  origin,  because  of  habit, 
local  custom,  or  otherwise.   He  further  agrees  that  (except  where 
he  has  obtained  identical  certifications  from  proposed  subcontractors 
for  specific  time  periods)  he  will  obtain  identical  certifications 
from  proposed  subcontractors  prior  to  the  award  of  subcontracts 
exceeding  $10,000  which  are  not  exempt  from  the  provisions  of  the 
Equal  Opportunity  clause;  that  he  will  retain  such  certifications 
in  his  files;  and  that  he  will  forward  the  following  notice  to  such 
proposed  subcontractors  (except  where  the  proposed  subcontractors 
have  submitted  identical  certifications  for  specific  time  periods): 

NOTICE  TO  PROSPECTIVE  SUBCONTRACTORS  OF  REQUIREMENT  FOR  CERTIFICATIONS 
OF  NONSEGREGATED  FACILITIES 

A  Certification  of  Nonsegregated  Facilities  must  be  submitted  prior  to 
the  award  of  a  subcontract  exceeding  $10,000  which  is  net  exempt  from 
the  provisions  of  the  Equal  Opportunity  clause.   The  certification  may 
be  submitted  either  for  each  subcontract  or  for  all  subcontracts  during 
a  period  (i.e.,  quarterly,  semi-annually,  or  annually). 
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7^  CERTIFICATION  OF  INDEPENDENT  TRICE  DETnSMIiIATION  (FPR  1-1.317) 

(a)  By  submission  of  this  offer,  the  offeror  certifies,  and  in 
the  case  of  a  joint  offer,  each  party  thereto  certifies  as  to  its 
own  organization  that  in  connection  with  this  procurement: 

(1)  the  prices  in  this  offer  have  been  arrived  at 
independently,  without  consultation,  communication, 

or  agreement,  for  the  purpose  of  restricting      _  

competition,  as  to  any  matter  relating  to  such 
prices  with  any  other  offeror  or  with  any  competitor; 

(2)  unless  otherwise  required  by  law,  the  prices  which 
have  been  quoted  in  this  offer  have  not  been  knowingly 
disclosed  by  the  offeror  and  will  not  knowingly  be 
disclosed  by  the  offeror  prior  to  opening  in  the  case 
of  an  advertised  procurement  or  prior  to  award  in  the 
case  of  a  negotiated  procurement,  directly  or  indirectly 
to  any  other  offeror  or  to  any  competitor;  and 

(3)  no  attempt  has  been  made  or  will  be  made  by  the 
offeror  to  induce  any  other  person  or  firm  to  submit 

or  not  to  submit  an  offer  for  the  purpose  of  restricting 
competition. 

(b)  Each  person  signing  this  offer  certifies  that: 

(1)  he  is  the  person  in  the  offeror's 'organization 
responsible  within  that  organization  for  the  decision 
as  to  the  prices  being  offered  herein  and  that  he  has 
not  participated  and  will  not  participate  in  any 
action  contrary  to  (a)(1)  through  (a)(3)  above;  or 

(2)  (i)  he  is  not  the  person  in  the  offeror's 
organization  responsible  within  that  organization 

for  the  decision  as  to  the  prices  being  offered  herein 
but  that  he  has  been  authorized  in  writing  to  act  as 
agent  for  the  persons  responsible  for  such  decision 
in  certifying  that  such  persons  have  not  participated, 
and  will  not  participate  in  any  action  contrary  to 
£a)  (i)  through  (a)(3)  above,  and  as  their  agent  does 
hereby  so  certify;  and  (ii)  he  has  not  participated  and 
will  not  participate,  in  any  action  contrary  to  (a)(1) 
through  (a)(3)  above. 
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10.  PERIOD  OF  ACCEPTANCE 

That  it  will  allow  days  from  the  dnte  of  this  proposal  for 

acceptance  thereof  by  the  Government  (a  minimum  of  120  days  should 
be  allowed). 

11.  DUPLICATION  OF  COST 

The  offeror  represents,  by  submission  of  this  offer,  that  any 
charges  contemplated  and  included  in  its  estimate  of  cost  for 
performance  are  not  duplicative  of  any  charges  against  any  other 
Government  contract,  subcontract,  or  other  Government  source. 

12.  ADDITIONAL  CERTIFICATIONS 

The  Certificate  of  Current  Cost  or  Pricing  Data  is  applicable  to 
all  contracts  expected  to  exceed  $100,000,  with  the  exception  of 
contracts  for  basic  research  with  educational  institutions. 
Attachment  I  entitled  "Certificate  of  Current  Cost  or  Pricing 
Data"  should  be  retained  by  the  offeror  and  executed  after  con- 
tract negotiations  have  been  completed  and  prior  to  award  of  the 
contract. 


NOTE:   The  penalty  for  making  false  statements  in  offers  is  prescribed  in 
18  U.S.C.  1001. 


Submitted  on  Behalf  of:  Date 


By. 


Signature  of  Authorized  Individual 


Typed  Karoe  and  Title 
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CERTIFICATE  OF  CURRENT  COST  OR  PRICING  DATA 


This  is  to  certify  that,  to  the  best  of  my  knowledge  and  belief,  cost  or  pricing  data'    submitted  in  writing    r:  s-e- 
cifically  identified  in  writing  if  actual  submission  of  the  data  is  impracticable  (see  §  l-3.S07-3(h)(2)),  to  t.-.r 

exacting  Officer  or  his  representative  in  support  of 2   are  accurate 

complete,  and  current  as  of ,3 


(Date) 


MAIL'  OF  FIFJ-i 


SIGNATURE  OF  OFFICIAL 


PATE  OF  EXECUTION" 


ryPEV  haue  am  title  of  official 


For  definition  of  "cost  or  pricing  data,"  see  FPR  J  1-3. 807-3. 

'Describe  the  proposal,  quotation,  request  for  price  adjustments,  oc  other  submission  involved,  giving  appropriate  identify:.-., 
ournber  (e.g.,  RKP  No. ). 

'This  date  shill  be  the  dare  when  the  price  negotiations  were  concluded  and  the  contract  price  was  agreed  to.  The  tespensi 
bility  of  the  contracrcr  is  not  limited  by  the  personal  knowledge  of  the  contractor's  negotiator  if  th:  contractor  had  ir.rcrr.i- 
tion  reasonably  available  (sec   5  l-}.307-5(a))  ac  the  time  of  agreement,  showing  that  the  negotiated  price  is  net  baser  on 
accurate,  complete,  and  current  data. 

Mhis  date  should  be  as  close  as  practicable  to  the  date  when  the  price  negotiations  were  concluded  and  the  connect  ^rice 
was  agreed  upon. 
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DEPARTMENT  OF  HEALTH,  EDUCATION,  AND  WELFARE 

PUBLIC  HEALTH  SERVICE 
FOOD  AND  DRUG  ADMINISTRATION 
ROCKVIL.LE.  MARYLAND 


December  19,  1972 


PROGRESS  REPORT 
ON 
DIETHYLSTILBESTROL  (DES)  IMPLANTS  IN  CATTLE 


Commissioner  Edwards  has  asked  me  to  keep  you  advised  on  the  progress 
of  studies  being  conducted  by  the  U.  S.  Department  of  Agriculture 
(USDA)  on  the  use  of  DES  implants  in  cattle. 

The  Food  and  Drug  Administration  (FDA)  has  prepared  a  progress  report 
on  this  study.   A  copy  of  it  and  supporting  data  from  USDA  is  attached 

If  you  have  any  questions  on  this  matter  or  wish  additional  copies  of 
the  attached  material,  please  call  me  or  a  member  of  my  staff.   Our 
telephone  number  is:   443-3793. 

Sincerely  yours, 


herald  F.  Meyer,  pin 


Gerald  F.  Meyer,  pirector 
Office  of  Legislative  Services 


Attachment 
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December  18,  1972 


Food  and  Drug  Administration 
Progress  Report 
on 
The  Status  of  DES  as  an  Animal  Growth  Prcmotant 


Diethylstilbestrol  (DES)  has  been  used  for  over  20  years  as  a 
growth  promotant  in  animals,  administered  both  through  feed  and  by 
implants.  Its  use  results  in  a  more  rapid  weight  gain  by  cattle, 
thus  reducing  the  cost  of  meat.  When  use  of  DES  was  questioned  in 
the  early  1960's  because  of  its  known  carcinogenicity,  Congress 
passed  a  special  amendment  to  the  Federal  Food,  Drug,  and  Cosmetic 
Act,  explicitly  requiring  the  Food  and  Drug  Administration  to  approve 
this  use  as  long  as  no  residue  is  found  in  the  meat  using  available 
analytical  methodology  and  under  conditions  of  use  that  are  reasonably 
certain  to  be  followed  in  practice. 

I.  DES  in  Animal  Feed. 

During  mid-1972,  the  United  States  Department  of  Agriculture 
conducted  new  studies  to  determine  whether  detectable  residues  oc- 
curred in  the  edible  portion  of  animals  fed  DES.  These  studies  used 
radioactive  tracers,  the  most  sensitive  research  tool  available  today. 
USDA  reported  no  detectable  residues  in  animal  muscle  tissue,  which 
represents  the  vast  bulk  of  the  country's  meat  supply.  Detectable 
residues  were  found  in  animal  liver  at  a  level  of  .21  and  .52  parts 
per  billion  (ppb) ,  however ,  after  withdrawal  for  seven  days .  FDA 
therefore  withdrew  approval  of  DES  in  animal  feed  in  an  order  pub- 
lished in  the  Federal  Register  on  August  4,  1972.  The  order  denied 
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a  public  hearing  on  the  matter,  prohibited  any  further  manufacture 
of  such  products,  and  permitted  continued  use  of  already-manufactured 
DES  premixes  and  feed  until  January  1,  1973. 

The  validity  of  the  August  4,  1972  Federal  Register  order  has 
been  challenged  in  the  courts  by  three  manufacturers  of  DES.  A  re- 
quest for  a  stay  of  the  order  pending  the  court  appeal  was  denied 
both  by  FDA  and  by  the  United  States  Court  of  Appeals  for  the  District 
of  Columbia  Circuit. 

Recent  USDA  studies  using  the  same  radioactive  tracer  techniques 
show  no  DES  residues  in  animals  withdrawn  from  DES  feed  for  10  or  14 
days.  FDA  has  ruled  that  this  is  insufficient,  by  itself,  to  rein- 
state approval  of  DES  for  use  in  animal  feed. 

Several  Senators  and  Congressmen  have  requested  FDA  to  withdraw 
its  August  4  order  and  to  conduct  a  public  hearing  on  the  matter. 
FDA  has  denied  these  requests.  A  number  of  Senators  and  Congressmen 
have  also  requested  FDA  to  withdraw  its  phase-out  of  DES  in  animal 
feed,  and  FDA  has  also  denied  these  requests. 

The  time  for  use  of  DES  in  animal  feed  expires  on  January  1, 
1973.  FDA  has  asked  USDA  to  emphasize  to  all  farmers  that  any  use 
of  DES  in  animal  feed  after  that  date  represents  a  criminal  offense . 
FDA  is  requesting  premix  manufacturers  to  recall  any  product  that  has 
not  been  mixed  with  feed  and  will  monitor  this  recall.  Feed  mills 
and  feeders  who  have  recently  received  significant  shipments  of  the 
banned  product  will  be  inspected.  Prompt  regulatory  action  will  be 
taken  against  any  detected  illegal  activity. 
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II.  PES  in  Implants. 

The  USDA  study  on  which  the  August  4,  1972  FDA  order  was  based 
did  not  include  use  of  DES  in  implants.  Earlier  testing  had  shown 
a  similar  potential  for  residues  from  implants.  Based  upon  FDA 
field  investigations  no  residues  had  been  found  by  USDA's  regular 
monitoring  in  animals  administered  DES  solely  by  implant,  and  there 
was  no  evidence  on  which  to  base  an  order  withdrawing  approval  of 
DES  implants. 

FDA  concluded  at  that  time  that  no  public  health  hazard  existed 
as  a  result  of  continued  use  of  DES  in  implants  pending  further  tests. 
Recent  data  confirm  that  conclusion. 

FDA  therefore  announced  in  its  August  4  order  that  it  was  pre- 
mature to  rule  at  that  time  on  the  use  of  DES  in  implants.  A  ruling 
on  this  matter  was  held  in  abeyance  pending  the  results  of  separate 
testing  on  implants  just  begun  by  USDA,  the  results  of  which  were  to 
be  available  within  several  weeks. 

On  December  13,  1972,  USDA  transmitted  to  FDA,  at  FDA's  request, 
the  available  data  from  the  ongoing  USDA  radioactive  tracer  study 
on  implants.  A  copy  of  that  transmittal  is  attached. 

The  USDA  progress  report  on  this  study  contains  partial  informa- 
tion on  one  steer  implanted  with  30  mg.  DES  and  killed  30  days  after 
implanting,  one  steer  implanted  with  30  mg.  DES  and  killed  60  days 
after  implanting,  and  one  untreated  steer  killed  as  a  control.  No 
radioactivity  was  found  in  any  muscle  tissue  of  any  of  the  animals. 
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This  was  similar  to  the  earlier  finding  of  no  DEIS  residue  in  muscle 
tissue  of  animals  fed  DES  in  animal  feed.  Radioactivity,  indicating 
possible  DES  residues,  was  found  at  a  level  of  .42-. 55  parts  per 
billion  (ppb)  in  both  the  kidney  and  the  liver  of  the  30-day  and 
60-day  steers.  Originally  one  laboratory  reported  0.7  ppb  in  the 
kidney  of  one  steer  using  the  gas-liquid-chroma tography  (see  para- 
graph 2  of  the  progress  report) .  Subsequent  retests  by  two  labora- 
tories led  to  the  conclusion  that  this  tissue  was  negative. 

The  USDA  progress  report  states  that  "the  identity  of  the 
radioactivity  in  the  liver  and  the  kidney  is  not  known."  Further 
analytical  work  is  needed  to  verify  that  this  radioactivity  in  whole 
or  in  part  represents  DES  specifically.  This  work  has  thus  far  not 
been  successful  because  of  the  difficulty  of  analysis  at  these  low 
levels.  This  confirmatory  procedure  may  be  appropriate  for  implants, 
whereas  it  was  not  necessary  for  the  study  using  DES  in  animal  feed, 
because  autodegradation  of  DES  occurs  over  the  period  of  time  that 
implants  remain  in  the  steer  and  thus  raises  the  possibility  that  some 
of  the  radioactivity  detected  in  the  study  may  be  a  false  positive. 
In  spite  of  the  uncertainty  whether  all  or  only  a  part  of  the  radio- 
activity detected  in  the  study  is  due  to  DES,  FDA  scientists  have 
concluded  that  there  is  no  question  but  that  at  least  seme  of  this 
activity  is  caused  by  DES. 

There  are  presently  seven  new  animal  drug  applications  (NADA's) 
approved  by  FDA  for  use  of  DES  in  implants  for  growth  promotion  in 
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cattle  and  sheep.  All  but  two  of  these  NADA's  state  in  the  labeling 
that  the  animal  is  not  to  be  slaughtered  for  120  days  after  implanta- 
tion. A  finding  of  some  DES  residue  at  30  and  GO  days  is  insufficient 
to  withdraw  approval  of  DES  marketed  under  labeling  which  calls  for 
slaughter  no  sooner  than  120  days  after  implanting. 

Additional  USDA  studies  now  in  progress  will  provide  information 
on  whether  DES  residues  are  found  at  up  to  120  days  after  implantation. 
Two  additional  animals  are  scheduled  to  be  slaughtered,  one  after  60 
days  and  the  other  after  120  days,  within  the  next  two  weeks  as  a 
part  of  the  USDA  study.  Additional  animals  will  be  slaughtered  at  the 
120-day  period  in  another  few  weeks.  The  entire  USDA  study  is 
scheduled  to  be  completed  about  March  15,  1973.  FDA  will  review  these 
results  as  they  become  available  to  determine  whether  they  constitute 
adequate  scientific  data  to  justify  withdrawing  approval  of  DES  in 
implants  under  existing  labeling  which  provides  for  a  niinimum  of  120 
days  before  slaughter. 

If  any  residue  of  DES  is  found  in  liver  or  kidneys  120  days 
after  implant,  all  approval  of  DES  for  this  use  will  immediately  be 
withdrawn.  In  that  event,  any  further  use  of  DES  implants  would 
become  unlawful  effective  as  of  the  date  of  publication  of  the  notice 
in  the  Federal  Register. 

In  the  interim,  the  Food  and  Drug  Administration  is  taking  the 
following  immediate  steps  pending  receipt  of  further  results  from 
the  ongoing  USDA  study. 
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1.  FDA  has  wired  the  holders  of  the  twD  NADA's  whose  labeling 
provides  for  a  period  less  than  120  days  (21  and  70  days  respectively) 
between  implantation  and  slaughter,  to  require  that  use  of  this  label- 
ing cease  immediately.  Labeling  on  any  DES  implants  shipped  by  these 
two  companies  in  the  future  must  contain  a  120-day  minimum  period 
between  implantation  and  slaughter. 

2.  FDA  has  requested  USDA  to  require  certification  from  producers 
that  implantation  occurred  at  least  120  days  prior  to  slaughter. 

This  will  be  monitored  as  part  of  the  existing  USDA  certification 
program  involving  DES. 

3.  USDA  will  continue  to  monitor  meat  for  DES  residues.  Thus 
far,  there  has  been  no  instance  in  which  a  DES  residue  was  found  by 
USDA  in  an  animal  receiving  DES  solely  by  implant.  Since  DES  can  be 
administered  only  by  implant  after  January  1,  very  close  monitoring 
of  this  use  will  be  possible. 

4.  FDA  is  requesting  the  industry  to  expedite  development  of  a 
type  of  implant  that  can  be  completely  absorbed  in  a  specified  period 
of  time,  or  that  otherwise  meters  out  DES  in  a  uniform  way  that  can 
closely  control  the  time  of  administration  of  DES.  Any  such  develop- 
ment or  label  changes  which  increases  the  safety  of  DES  in  this  use 
will  be  adopted  as  a  requirement,  if  the  use  of  DES  is  not  totally 
withdrawn  as  a  result  of  data  provided  by  the  current  USDA  studies. 
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5.  FDA  is  informing  the  animal  feeders  and  the  drug  industry  that 
if  the  USDA  study  shows  no  detectable  residue  after  120  days,  FDA  will 
require  additional  controls  (e.g.,  a  method  of  identifying  each  animal 
with  the  date  of  implant)  to  make  certain  that  this  period  is  observed. 

FDA  has  been  in  regular  contact  with  Canadian  officials  respon- 
sible for  use  of  DES  as  a  growth  prcmotant  in  that  country.  Canada 
will  discontinue  the  sale  of  DES  in  any  form  after  January  1,  1973. 
Since  all  use  of  DES  in  feed  in  the  United  States  must  cease  as  of 
January  1,  and  a  decision  will  be  made  with  respect  to  DES  implants 
as  soon  as  the  pertinent  results  of  the  USDA  study  are  available,  the 
action  on  DES  in  this  country  is  within  the  time  schedule  being  applied 
in  Canada. 


Attachment 
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DEPARTMENT  OF  AGRICULTURE 

OFFICE  OF   THE   SECRETARY 
WASHINGTON.  D.  C.  20250 

December  13,  1972 


Dr.  Charles  C.  Edwards 
Commissioner  of  Food  and  Drugs 
Food  and  Drug  Administration 
4600  Fishers  Lane 
Rockville,  Maryland  20852 

Dear  Dr.  Edwards: 

Enclosed  is  the  information  which  your  office  requested 
as  a  result  of  my  telephone  conversation  with  Dr.  Sherwin 
Gardner  on  Monday. 

You  will  note  in  the  last  paragraph  of  Dr.  Rumsey's  letter 
of  October  6,  1972,  that  the  data  are  preliminary  in  nature 
and  that  probably  final  conclusions  should  not  be  drawn  until 
the  remaining  data  from  the  experiment  has  been  obtained  and 
analyzed.  You  will  also  note  that  one  GLC  measurement  from 
one  laboratory  on  one  kidney  sample  was  0.7  ppb.  This  was 
analyzed  again  at  Beltsville  and  was  found  negative.  The 
GLC  analyses  conducted  independently  by  APHIS  were  negative 
on  all  four  samples.  The  meaning  of  the  radio-carbon  values 
on  these  four  samples  has  not  been  determined  as  to  their 
association  with  DES  molecules. 

Sincerely,      , 


'/£&& 


>/** 


N.  P.  RALSTON 
Associate  Director 
Science  and  Education 

Enclosure 
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UNITED  STATES  DEPARTMENT  OF  AGRICULTURE 
AGRICULTURAL  RESEARCH  SERVICE 

Nutrition  Institute,  Ruminant  Nutrition  Laboratory 
Beltsville,  Maryland  20705 


October  13,  1972 

t 

i 

Subject:  Progress  Report  of  DCS  Research  at  Beltsville 

To:      T.  W.  Rdminster 

Administrator,  ARS 

14 

I,  OLnhcled  U1IS  Implant  Study.  Additional  labeled  implants 

were  received  from  Hess  aud  Clark  10/12/72.  Steers  will  be 
treated  starting  10/16/72. 

14 

II,  C-Labeled  DF.S  Oral  Study.  One  steer  and  one  heifer  have 

been  slaughtered  following  14  days  withdrawal  of  oral  ))ES.  The 
analysis  of  tissues  is  not  complete;  hen/ever,  radiocarbon  could 
not  be  detected  in  urine  and  feces  after  11  days. 


T.  S.  Rumscy 

Research  Animal  Scientist 

Ruminant  Nutrition  Laboratory 

cc:" 

S.  C.  Kin- 

P.   D.    OcLay 

A.*A.   Hanson 

W.  Hertz 

R.  R.  Oltjcn 

E.  J.  Warwick 


93-999  O  -  73  -  pt.    1  —  12 
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UNITED  STATES  DEPARTMENT  OF  AGRICULTURE 

/^AGRICULTURAL  RESEARCH  SERVICE 
Nutrition  Institute,  Ruminant  Nutrition  Laboratory 
Beltsville,  Maryland     20705 

^  !*■      October  6,  1972 

Subject:     Progress  Report  of  DES  Research  at  Beltsville 

To:  T.  W.   Edminster 

Administrator,  ARS 

y  i  .  : 

•  ■  * 

14 

C-Labeled  DES  Implant  Study.   Two  steers  have  been  slaughtered  following 

implantation  with  -ftc-labeled  DES  according  to  the  schedule  outlined  in  our 
earlier  correspondence.  The  steers  were  fed  a  conventional  finishing  ration* 
Steer  No.  445  was  implanted  with  29.5  mg  of  labeled  DES  (2  implants)  and 
killed  60  days  after  implantxng  and  steer  No.  312  was  implanted  with  30.2  mg 
(2  implants)  and  killed  30  days  after  implanting.  An  untreated  steer  was 
treated  similarly  and  killed  as  a  control.  The  attached  table  contains  the 
radiocarbon  content  of  tissues  and  the  results  of  gas  chromatography  analyses 
for  CIS  and  TRANS  DES  which  were  conducted  by  independent  laboratories. 

On  the  basis  of  the  two  gas-liquid-chromatography  analysis  of  the'  tissue,  the 
two  implanted  steers  did  not  appear  to  contain  a  significant  amount  of  DES 
above  0.5  ppb  in  the  liver.  The  kidney  from  steer  312  (30  day)  was  found  to 
have  0.7  ppb  DES  by  the  Ruminant  Nutrition  Laboratory  and  negative  results  by 
the  APHIS  Laboratory.  Time  has  not  permitted  us  to  analyze  muscle  tissues  by 
GLC.  These  will  be  conducted  in  the  near  future. 

The  radiocarbon  analysis  indicates  a  level  of  activity  equivalent  to  0.42  to 
0.51  ppb  in  the  liver  and  0.53  to  0.55  in  the  kidney  of  the  60  and  30  day 
steers,  respectively.  Activity  above  background  was  not  detected  in  muscle 
tissues.  The  identity  of  the  radioactivity  in  the  liver  and  kidney  is  not 
known.  An  analysis  by  a  mass  spectrometer  would  be  needed  to  verify  the 
identity  of  the  compound(s).   It  is  questionable  that  at  these  low  levels 
a  mass  spectrometer  analysis  will  actually  define  what  the  radiocarbon 
is  associated  with.  We  arc,  however,  exploring  the  possibilities  of 
concentrating  the  samples  to  determine  tiic  structural  identity  of  the. 
residuc(s)  by  mass  spectrometer.  The  recovered  implants  have  not  been 
examined  for  autodegradation.  Autodcgradation  would  result  in  the  "ppb 
equivalents"  as  expressed  in  the  table  being  ovcrcstinatcs. 

Wc  arc  proceeding  with  the  analysis  of  the  remaining  tissue,  urine,  feces, 
and  blood  samples  and  also  the  analysis  of  the  retrieved  implants. 
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We  have  not  received  the  additional  labeled  implants  and,  therefore,  do 
not  have  a  time  schedule  for  treating  additional  steers.  Dr.  Ray  of 
Hess  and  Clark  indicated  this  morning  that  the  implants  will  be  shipped 
October  10,  1972.  We  will  be  able  to  implant  three  steers  within  four 
days  after  the  implants  arrive. 

jWc  are  enclosing  for  your  information  the  experimental  outlines  for  both 
lour  "hot"  and  cold  implant  studies.  We  feel  that  the  results  in  this  memo 
are  preliminary  in  nature  and  that  possibly  final  conclusions  should  not  be 
drawn  until  the  data  from  the  remaining  10  steers  in  the  "hot"  implant  and 
data  from  the  cold  implant  studies  are  in. 


flt/A  f>(uii 


7 


T.   S.   Rumsey 

Research  Animal  Scientist 

Ruminant  Nutrition  Laboratory 

1  Attachment 
Enclosures 

cc: 

S.  C.  King 
P.  D.  DcLay  . 
E.  J.  Warwick 
A.  A.  Hanson 
W.  Hertz 
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TISSUE  ANALYSIS  OF  STEERS  IMPLANTED  WITH  14C-DES 


1 

1  •  • 
i 

Animal 
No. 

Days 
after 
implantation 

Radiocarbon  ana 

lysis 

(Lab  1)  i/ 

Gas  chromatography 
analysis 

Tissue 

dpm  per  gram 
dry  tissue   . 
above  control-* 

ppb  equivalent 
wet  tissue 

Laboratory  Laboratoi 
1        2 

Liver 

312 

30 

884.4 

0.51 

Neg.  &         Neg. 

445 

60 

726.5 

0.42 

Neg.      Neg. 

Kidney 

312 

30 

1227.5 

0.55 

0.7     |  Neg. 

445 

i 

60 

917.5 

• 

0.53 

Neg.    '  Neg. 

Rib  eye 

Muscle 

312 

30 

N.S.</ 

. 

i 

• 

445 

60 

N.S. 

— 

•    • 

Shoulder 
Muscle 

312 

30 

N.S. 

•     > 

445 

60 

N.S. 

— 

a/  Sample  counts  of  87.5  net  dpm  per  gram  of  dry  tissue  are  necessary  for 
significance  above  background  at  the  .01  level  of  probability  and  58.7 
net  dpm  at  the  .05  level  of  probability. 

b/  Laboratory  1,  Ruminant  Nutrition  Laboratory;  Laboratory  2,  APHIS. 

c/  Samples  are  reported  negative  when  below  0.5  ppb  which  is  the  level  of 
quantitation. 

d/  Non-significant  above  background  at  .05  level  of  probability. 
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U.S.  Senate, 
Washington,  D.C.,  March  5,  1973. 
Hon.  Edward  M.  Kennedy, 
U.S.  Senate, 
Washington,  D.C. 

Dear  Ted  :  You  know  of  my  interest  in  the  subject  of  human  experimentation. 
Unfortunately,  my  schedule  prevents  me  from  testifying  at  the  hearing  your 
Subcommittee  on  Health  will  be  holding  over  the  next  few  days. 

As  you  may  recall,  I  introduced  legislation  last  year  calling  for  the  establish- 
ment of  a  National  Human  Experimentation  Board  to  set  guidelines  for  human 
experimentation.  On  February  21,  I  introduced  a  similar  bill  with  the  hope 
that  some  action  will  be  forthcoming  on  it  this  year.  I  would  appreciate  it  greatly 
if  you  would  include  my  floor  statement  and  the  text  of  the  bill  in  the  records 
of  the  Health  Subcommittee's  hearing. 
Sincerely, 

Hubert  H.  Humphrey. 

[From  the  Congressional  Record,  Feb.  2,1,  1973] 

Statements  on  Introduced  Bills  and  Joint  Resolutions 

By  Mr.  HUMPHREY :  S.  934.  A  bill  to  establish  within  the  executive  branch 
an  independent  board  to  establish  guidelines  for  experiments  involving  human 
beings.  Referred  to  the  Committee  on  Government  Operations. 

NATIONAL    HUMAN    EXPERIMENTATION    STANDARDS    BOARD   ACT 

Mr.  Humphrey.  Mr.  President,  I  wish  to  commend  the  distinguished  Senator 
from  Massachusetts  (Mr.  Kennedy)  and  the  Subcommittee  on  Health  which 
he  chairs  for  the  hearings  they  will  be  conducting  this  week  concerning  human 
experimentation.  The  field  of  human  experimentation  is  one  in  which  the  public 
is  poorly  informed.  Yet  this  area  involves  the  lives  of  thousands  of  human  sub- 
jects and  important  medical  research.  Although  the  hearings  will  not  devote 
themselves  to  particular  legislation,  they  will  help  to  provide  the  Congress  with 
facts  we  badly  need  to  know. 

Mr.  President,  I  am  today  introducing  legislation  to  protect  the  rights  and  in- 
deed the  lives  of  the  subjects  of  human  experimentation.  I  introduced  similar 
legislation  last  year.  Such  legislation  is  needed  now  more  than  ever. 

The  National  Human  Experimentation  Standards  Board  Act  would  establish 
within  the  executive  branch  an  independent  board  to  set  guidelines  for  experi- 
ments involving  human  beings. 

The  bill  I  am  introducing  today  should  in  no  way  be  interpreted  as  an  attack 
on  the  invaluable  research  done  or  authorized  by  the  Federal  agencies  capable 
of  conducting  clinical  investigation  using  human  subjects.  As  a  result  of  these 
efforts,  countless  thousands  of  lives  have  been  saved.  However,  I  am  concerned 
that  we  protect  the  rights  of  the  human  subjects  of  these  investigations. 

SHOCKING   REVELATIONS 

Last  year  the  country  was  shocked  by  the  revelation  in  the  press  of  a  barbaric 
syphilis  study  involving  black  men  which  had  been  conducted  over  a  period  of 
four  decades.  In  Tuskegee,  Ala.,  more  than  430  men  suffering  from  syphilis 
were  denied  treatment  so  Public  Health  Service  doctors  could  study  the  damage 
the  untreated  disease  did  to  human  bodies.  It  was  reported  that  at  least  28,  and 
perhaps  as  many  as  107.  of  the  men  died  from  untreated  syphilis. 

The  fact  that  these  men  volunteered  for  the  experiment  with  the  promise  that 
they  would  receive  $50  plus  burial  expenses  demonstrates  beyond  any  doubt 
that  consent  is  a  totally  inadequate  standard  for  human  experimentation. 

Subjects  for  the  most  dangerous  experiments  are  almost  always  the  poor 
and  the  uneducated.  They  desperately  need  money  and  do  not  fully  comprehend 
the  danger  to  which  they  will  be  exposed. 

The  famous  medical  authority  Henry  Knowles  Beecher  of  Harvard  University 
has  written  that : 

"Lay  subjects,  sick  or  well,  are  not  likely  to  understand  the  full  implications 
of  complicated  procedures,  even  after  careful  explanation." 
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In  some  cases  individuals  unwittingly  become  test  subjects,  occasionally  with 
disasterous  results.  Recently,  associates  of  Ralph  Nader  have  charged  the  Uni- 
versity of  Michigan  with  "the  reckless  practice  of  medicine"  in  dispensing  the 
medication — DES — to  coeds  who  think  they  may  be  pregnant  after  contracep- 
tive failure  or  unprotected  intercourse.  DES  or  diethystilbestrol  is  a  synthetic 
estrogen  which  has  been  linked  to  cancer  when  used  for  purposes  other  than 
the  prevention  of  miscarriage  in  women  of  child-bearing  age. 

Another  experiment  with  DES  conducted  in  the  early  1950's  on  840  women 
serves  as  a  further  example.  These  women  were  given  the  hormone  diethystil- 
bestrol and  now  their  daughters,  aged  15  to  21,  are  now  found  to  have  an  alarm- 
ingly high  rate  of  malignancies.  One  girl  has  died.  One  of  the  participants  in  the 
experiment  in  1950  was  never  advised  she  had  been  part  of  the  experiment  until 
August  1972. 

Ironically  much  of  this  experimentation  has  been  fueled  by  the  requirements 
of  recent  legislation.  The  thalidomide  scandals  of  the  early  1960's  led  to  the 
passage  of  the  Harris-Kefauver  Act  of  1962.  This  law  requires  pharmaceutical 
companies  to  conduct  three  stages  of  human  trilas  before  the  Food  and  Drug 
Administration  allows  a  drug  to  be  marketed.  The  sponsor  of  a  drug  investiga- 
tion must  obtain  signed  statements  of  informed  consent  from  each  prospective 
participant  in  the  experiment,  but  if  a  subject  is  unable  to  sign,  the  decision  re- 
garding their  participation  in  the  investigation  can  be  left  to  the  professional 
judgment  of  the  investigator. 

Federal  Drug  Administration  records  show  that  more  than  3,000  drugs  are 
currently  being  tested.  In  1  year  alone,  1971,  human  beings  were  the  subjects 
of  the  initial,  stage  one,  tests  of  more  than  500  of  these  drugs. 

The  broad  range  of  Federal  programs  dealing  with  human  experimentation — 
from  population  control  to  cancer — make  it  imperative  that  we  establish  some 
standards  to  prevent  the  creation  of  human  guinea  pigs.  Professional  estimates 
indicate  that  85  to  90  percent  of  all  clinical  investigations  are  Government  spon- 
sored and  funded.  Indeed,  Government  personnel,  like  military  reserve  units,  and 
Government  agencies,  such  as  the  U.S.  Employment  Service,  are  frequent  sources 
of  both  subjects  and  information  leading  to  subjects. 

It  is  difficult  to  determine  how  many  agencies  or  projects  there  might  be  since, 
in  some  instances,  medical  investigations  are  not  clearly  stated  as  involving 
human  subjects. 

The  principal  Federal  agences  concerned  are  the  Veterans'  Administration,  the 
Department  of  Defense — the  Army,  Air  Force,  and  Marine  Corps — and  the  Na- 
tional Institutes  of  Health.  The  Atomic  Energy  Commission  can  become  involved 
in  licensing  the  use  of  radioisotopes  for  experimental  purposes. 

Laws  which  make  each  agency  ultimately  responsible  for  the  nature  of  its  own 
experiments  are  inadequate. 

NATIONAL   GUIDELINES 

The  Congress  should  act  now  to  set  up  national  guidelines  for  human  experi- 
mentation. There  is  every  indication  that  clinical  investigations  will  be  enor- 
mously proliferated  in  years  to  Come,  as  cancer  research  and  other  major 
investigative  efforts  are  stepped  up. 

Mr.  President,  the  Congress  would  make  a  serious  error  in  adopting  measures 
which  establish  informed,  voluntary  consent  as  the  primary  standard  governing 
human  experimentation.  We  have  all  personally  experienced  situations  in  whieh 
we  were  either  subtly  or  overtly  coerced  into  volunteering  for  something.  For 
example,  can  anyone  honestly  believe  that  there  is  a  total  absence  of  pressures, 
including  psychological  pressures,  in  cases  involving  prisoners  serving  extended 
sentences  who  volunteer  for  medical  projects  in  the  belief  that  they  might  get 
"good  time"  before  the  parole  board? 

Parole  boards  are  under  no  obligation  whatsoever  to  commit  themselves  to 
reducing  the  sentences  of  those  who  volunteer  in  our  prisons,  indeed,  established 
policy  is  to  the  contrary.  However,  we  are  all  aware  of  cases  such  as  the  Leopold 
case,  where  parole  has  occurred  accompanied  by  public  statements  indicating 
that  the  parole  resulted  from  an  exceptional  voluntary  contribution  to  the  ad- 
vance of  medical  science.  However,  most  prisoners  are  not  as  well  educated  and 
as  able  to  assess  the  risks  as  Mr.  Leopold. 

Some  prison  testing  programs  have  been  linked  to  prison  drug  traffic,  forced 
homosexual  encounters,  injuries  to  inmates,  and  highly  questionable  test  results. 
A  1968  Government  study  of  the  Holmesburg  Prison  in  Philadelphia  revealed 
that  inmate  workers  for  the  University  of  Pennsylvania  Medical  School  testing 
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project  often  stole  and  sold  drugs  used  on  various  experiments.  The  money  paid 
to  inmates  participating  in  the  program — more  than  a  quarter  of  a  million  dollars 
each  year — provided  a  great  source  of  patronage  to  the  inmate  who  controlled 
the  selection  of  test  participants.  The  study  reports  that  a  fraud  artist  who  held 
such  a  position  used  his  power  to  induce  men  to  serve  as  his  homosexual  com- 
panions for  fees  of  about  $1,600  a  year. 

Prisoners  make  up  almost  the  entire  phase  I  stage  of  drug  testing  programs 
because  they  involve  risks  and  pain  that  would  not  be  sanctioned  for  student 
subjects.  But  reports  indicate  that  behind  prison  walls  the  guidelines  for  human 
experimentation  established  by  HEW  and  other  agencies  are  easily  disregarded. 
A  recent  newspaper  article  reports  that  the  worst  abuses  of  prisoners  take  place 
in  exactly  those  prisons  where  psychiatrists  have  the  most  influence,  such  as 
the  California  Medical  Center  at  Vacaville  and  the  Patuxent  Institution  in 
Maryland.  This  happens  because  customary  constitutional  safeguards,  at  best 
flimsy  in  a  prison,  are  completely  shattered  under  the  guise  of  "treating  the 
patient"  rather  than  "punishing  the  prisoner."  The  article  further  states  that 
electroshock,  psychosurgery,  and  massive  drug  dosing  are  permitted  as  treat- 
ments when  they  would  be  clearly  "cruel  and  unusual"  if  evaluated  as  punish- 
ments. 

While  poorly  informed  prisoners  sign  up  for  testing  programs  for  the  money 
or  to  get  away  from  the  boredom  of  prison  life  or  are  unknowingly  subjected  to 
unusual  medical  treatments ;  persons  outside  prison  walls  who  are  critically  ill 
are  often  subjected  to  experimentation  without  their  consent.  The  same  is  too 
often  true  also  in  the  cases  of  children,  the  mentally  retarded,  and  the  institu- 
tionalized. 

In  1967,  the  late  Senator  Robert  Kennedy  discovered  one  reason  why  children 
at  Willowbrook  State  School  in  Staten  Island,  N.Y.,  were  willing  participants 
in  hepatitis  experiments.  Parents  had  been  told  that  the  school  was  too  crowded 
and  that  their  child  could  not  get  in — unless  the  parents  would  agree  to  let  the 
youngster  join  the  school's  hepatitis  testing  program. 

In  a  number  of  municipal  hospitals,  physicians  have  succumbed  to  financial 
pressures  and  permitted  entire  units  of  the  hospitals  to  be  devoted  to  evaluating 
new  drugs.  These  units  are  maintained  and  staffed  by  drug  companies.  Because 
treatment  at  public  hospitals  and  prisons  is  often  substandard,  physicians  may 
justifiably  believe  that  the  medical  benefits  of  testing  outweigh  the  risks. 

It  appears  that  many  of  these  physicians  have  forgotten  the  admonition  of 
Hippocrates : 

"Life  is  short,  and  the  art  long ;  the  occasion  instant,  decision  difficult,  experi- 
ment perilous." 

Despite  the  American  Medical  Association's  strict  codes  of  research  ethics,  a 
recent  study  found  that  most  physicians  engaged  in  clinical  research  never 
studied  the  ethics  of  testing  while  in  medical  school,  and  that  a  "significant 
minority"  place  personal  and  scentific  achievement  ahead  of  their  responsibility 
to  the  test  population. 

Mr.  President,  would  these  physicians  care  more  about  the  test  population  if  it 
was  composed  of  U.S.  Congressman?  Would  they  be  more  caring  if  the  human 
subject  were  their  next-door  neighbor?  I  submit  that  they  would. 

It  is  our  moral  responsibility  to  see  that  the  poor,  the  uneducated,  and  the 
captive  populations  are  not  left  unprotected  as  human  guinea  pigs.  Prisoners 
must  not  be  allowed  to  sel  their  bodies  for  $1  a  day,  not  knowing  the  full  conse- 
quences of  their  action.  We  cannot  permit  other  persons  to  volunteer  the  men- 
tally  retarded  for  experiments  that  are  not  fully  explained  and  observed.  These 
individuals  are  asked  to  bear  the  burden  of  medical  advancement  for  all  of  us. 
We  owe  them  just  protection. 

Mr.  President,  I  hasten  to  assure  Members  of  Congress  and  the  public  that  I 
would  not  hamper  the  legitimate  research  in  our  Nation  which  has  saved  so 
many  lives  and  brought  so  many  of  us  from  sickness  to  health.  Certainly,  the 
overwhelming  majority  of  research  is  conducted  with  the  strict  observance  of 
both  medical  and  ethical  considerations.  But  we  must  act  very  carefully  to  pro- 
tect our  country  from  abuses  we  know  exist  in  experiments  on  human  beings, 
however  rare  such  abuses  might,  in  fact,  be.  Clearly,  many  test  subjects  are  in- 
capable of  protecting  themselves  and  have  no  political  power  to  force  the  passage 
of  adequate  safeguards. 

In  1946,  the  American  Medical  Association  passed  a  resolution  on  human 
research.  Since  then  there  have  been  a  number  of  "guiding  principles"  and  "codes 
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of  ethics"  developed  by  the  medical  profession.  These  promulgations  were  fol- 
lowed by  FDA  regulations  in  1962  and  the  Helsinki  Declaration  of  1966. 

All  of  these  guides  and  codes  are  pretty  much  the  same.  They  state  that  the 
"informed  consent"  of  the  subject  must  be  obtained  and  that  human  experiments 
must  be  based  on  prior  laboratory  work  and  research  on  animals.  They  empha- 
size the  grave  responsibility  of  the  investigator  to  the  subject,  and  exhort  him 
to  avoid  experiments  that  are  of  no  scientific  value  or  that  subject  humans  to 
unnecessary  pain  and  risk. 

The  principles  of  previous  codes  were  incorporated  in  a  1972  U.S.  Department 
of  Health,  Education,  and  Welfare  publication  entitled  "The  Institutional  Guide 
to  DHEW  Policy  on  Protection  of  Human  Subjects."  However,  despite  the  con- 
cern the  guide  expresses  for  captive  populations ;  HEW  does  not  even  maintain 
a  list  of  prisons  in  which  HEW-financed  research  programs  are  in  progress  and 
has  "no  central  source  of  information"  on  the  scope  of  medical  experiments  on 
prisoners  by  drug  companies  according  to  a  current  Atlantic  magazine  article. 
The  legislation  I  am  introducing  today  would  attempt  to  solve  this  information 
problem  as  well  as  establish  national  human  experimentation  guidelines. 

THE  NATIONAL  HUMAN  EXPERIMENTATION  STANDARDS  BOARD 

The  National  Human  Experimentation  Standards  Board  would  be  an  independ- 
ent agency  in  the  executive  branch  of  the  Government.  Its  members  would  be 
appointed  by  the  President  by  and  with  the  advice  and  consent  of  the  Senate. 

The  members  of  the  Board  would  be  persons  of  demonstrated  knowledge,  edu- 
cation, and  experience  in  the  field  of  clinical  investigations.  Each  member  would 
serve  for  a  period  of  3  years  and,  would  be  eligible  for  reappointment  for  one 
additional  term. 

The  members  of  the  Board  would  be  authorized  to  appoint  personnel,  and  fix 
the  compensation  of  the  personnel  in  accordance  with  the  provisions  of  title  5 
of  the  United  States  Code. 

The  Board  would  make  the  rules  which  wTould  govern  its  functions,  and  have 
the  right  to  delegate  authority. 

Experts  and  consultants  could  be  made  available,  under  the  terms  of  section 
3109  of  title  5,  United  States  Code. 

The  Board  could  appoint  one  or  more  advisory  committees  to  be  composed  of 
such  private  citizens  and  officials  of  government  at  all  levels  as  the  Board  would 
deem  suitable. 

The  services  and  facilities  of  other  agencies  of  Government  would,  with  their 
consent,  be  called  upon.  Other  services  of  a  voluntary  and  uncompensated  nature 
could  be  accepted  by  the  Board,  notwithstanding  the  provisions  of  section  3676 
of  the  revised  statutes,  and  unconditional  gifts  of  services  or  property  could  be 
accepted  as  well. 

The  Board  could  enter  into  contracts  or  agreements  with  other  public  or  pri- 
vate nonprofit  entities  to  conduct  studies  as  required  by  the  provisions  of  this  act. 

The  Federal  agencies  are  authorized  and  directed  to  make  available  to  the 
Board  whatever  services  or  information  the  Board  requests,  insofar  as  practi- 
cable. 

The  Chairman  and  members  of  the  Board  would  be  compensated,  respectively, 
at  levels  3  and  4  of  the  executive  pay  schedule. 

The  Board  would  have  subpena  powers,  and  the  right  to  hold  hearings.  Those 
who  conducted  experiments  and  failed  to  respond  to  the  Board  could  be  held  in 
contempt  of  court. 

The  Board  would  establish  national  guidelines  for  human  experimentation  in 
those  projects  financed  by  Federal  funds.  Any  experiment  could  be  reviewed  in 
its  formuiative  stages  to  insure  its  compliance  with  the  guidelines. 

Where  experiments  already  underway  are  found  not  to  comply  with  estab- 
lished guidelines,  the  Board  could  obtain  an  injunction  to  discontinue  the  experi- 
ment and  could  compensate  any  victims  of  the  experiment. 

The  Board  would  submit  an  annual  report  to  the  President  which  would  be 
transmitted  to  the  Congress  with  recommendations  regarding  legislation. 
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IN  THE  SENATE  OF  THE  UNITED  STATES 

February  21, 1973 

Mr.  Humphrey  introduced  the  following  bill;  which  was  read  twice  and  referred 
to  the  Committee  on  Government  Operations 


A  BILL 

To  establish  within  the  executive  branch  an  independent  board 
to  establish  guidelines  for  experiments  involving  human 
beings. 

1  Be  it  enacted  by  the  Senate  and  House  of  Representa- 

2  tives  of  the  United  States  of  America  in  Congress  assembled, 

3  That   this  Act  shall  be  known  as   the   "National  Human 

4  Experimentation  Standards  Board  Act". 

5  ESTABLISHMENT  OF  BOARD 

6  Sec.  2.    (a)    There  is  hereby  established,  as  an  inde- 

7  pendent  agency  in  the  executive  branch,  a  National  Human 

8  Experimentation  Standards  Board    (hereinafter  referred  to 

9  as  the  "Board"). 

10  (b)   The  Board  shall  be  composed  of  five  members  to 

II 
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1  be  appointed  by  the  President  by  and  with  the  advice  and 

2  consent  of  the  Senate  from  among  individuals  who  by  virtue 

3  of  their  service,  experience,  or  education  are  especially  qual- 

4  ified  to  serve  on  the  Board.  The  members  shall  select  a 

* 

5  Chairman  and  a  Vice  Chairman  from  among  their  rnem- 
u  bership.  The  terms  of  office  of  each  member  of  the  Board 

7  shall  be  three  years  except  that — 

8  (1)    the  members  first  appointed  shall  serve,  as 

9  designated  by  the  President,  one  for  a  term  of  one  year, 

10  two  for  a  term  of  two  years,  and  two  for  a  term  of  three 

11  years ; 

12  (2)   any  member  appointed  to  fill  a  vacancy  ?hall 
12  serve   for  the   remainder   of  the   term  for   which  his 

14  predecessor  was  appointed;  and 

15  (3)   a  member  shall  be  eligible  for  reappointment 

16  for  one  additional  term. 

17  (c)   Any  vacancy  on  the  Board  shall  not  affect  its 

18  powers  and  three  members  of  the  Board  shall  constitute 

19  a  quorum  except  that  the  Chairman  may  prescribe  a  lesser 

20  number  to  constitute  a  quorum  for  the  purpose  of  conduct- 

21  ing  hearings. 

22  (d)   Members  should  be  chosen  from  persons  who  are 

23  representative  of  the  fields  associated  and  concerned,  with 

24  clinical  investigations. 
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1  ADMINISTRATIVE  POWERS 

2  Sec.  3.   (a)  In  order  to  cany  out  the  provisions  of  this 

3  Act,  the  Board  is  authorized  to — 

4  (1)  appoint  and  fix  the  compensation  of  personnel 

5  of  the  Board  in  accordance  with  the  provisions  of  title 

6  5,  United  States  Code; 

7  (2)    make,  promulgate,  issue,  rescind,  and  amend 

8  rules  and  regulations  as  may  be  necessary  to  carry  out 

9  the  functions  vested  in  the  Board  and  delegate  authority 

10  to  any  officer  or  employee ; 

11  (3)   employ  experts  and  consultants  in  accordance 

12  with  section  3109  of  title  5,  United  States  Code; 

13  (4)  appoint  one  or  more  advisory  committees  com- 

14  posed  of  such  private  citizens  and  officials  of  Federal, 

15  State,  and  local  governments  as  it  deems  desirable,  to 

16  advise  it  with  respect  to  its  functions  under  this  Act; 

17  (5)  utilize,  with  their  consent,  the  services,  equip- 

18  ment,  personnel,  information,  and  facilities  of  other  Fed- 

19  eral,  State,  and  local  public  agencies  with  or  without 

20  reimbursement  therefor; 

21  (6)   accept  voluntary  and  uncompensated  services, 

22  notwithstanding  the  provisions  of  section  3676  of  the 

23  Revised  Statutes; 

24  (7)  accept  unconditional  gifts  or  donations  of  serv- 
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1  ices,  money,  or  property,  real,  personal,  or  mixed,  tan- 

2  gible,  or  intangible; 

3  (8)    take  such  actions  as  may  be  required  for  the 

4  accomplishment  of  the  objectives  of  the  Board;  and 

5  (9)   make  contracts  with  public  or  private  non- 

6  profit  entities  to  conduct  studies  related  to  the  purposes 

7  of  this  Act. 

8  (b)    Upon  request  made  by  the  Board,  each  Federal 

9  agency  is  authorized  and  directed  to  make  its  services, 
10  equipment,  personnel,  facilities,  and  information  (including 
H  suggestions,  estimates,  and  statistics)  available  to  the  great- 
ly est  practicable  extent  consistent  with  other  laws  to  the  Board 

13  in  the  performance  of  its  functions  with  or  without  reim- 

14  bursement. 

15  (c)    Each  member  of  a  committee  appointed  pursuant 

16  to  clause   (4)   of  subsection   (a)   of  this  section  who  is  not 

17  an  officer  or  employee  of  the  Federal  Government  shall  be 

18  compensated  at  the  rate  prescribed  for  GS-18  under  section 
19*  5332  of  title  5,  United  States  Code,  for  each  day  he  -is 

20  engaged  in  the  actual  performance  of  his  duties    (including 

21  traveltime)    as   a  member  of  a  committee.   All  members 

22  shall  be  reimbursed  for  travel,  subsistence,  and  necessary 

23  expenses  incurred  in  the  performance  of  their  duties. 

24  (d)(1)  The  Board  or  any  duly  authorized  subcommittee 

25  or  member  thereof  may,  for  the  purposes  of  carrying  out  the 
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1  provisions  of  this  Act,  hold  such  hearings,  sit  and  act  at  such 

2  times   and  places,   administer  such   oaths,   and  require  hy 

3  subpena  or  otherwise  the  attendance  and  testimony  of  such 

4  witnesses  and  the  production  of  such  books,  records,  corre- 

5  spondence,   memorandums,   papers,   and  documents   as   th< 

6  Board  or  such  subcommittee  or  member  may  deem  advisable. 

7  Any  member  of  the  Board  may  administer  oaths  or  affirma- 

8  tions  to  witnesses  appearing  before  the  Board  or  before  such 

9  subcommittee  or  member.  Subpenas  may  be  issued  under  the 
10  signature  of  the  Chairman  or  any  duly  designated  member 
H  of  the  Board,  and  may  be  served  by  any  person  designated 

12  by  the  Chairman  or  such  member. 

13  (2)   In  the  ease  of  contumacy  or  refusal  to  obey  a  sub- 
1$  pena  issued  under  paragraph  (1)  by  any  person  who  resides, 

15  is  found,  or  transacts  business  within  the  jurisdiction  of  any 

16  district  court  of  the  United  States,  such  court,  upon  applica- 

17  tion  made  by  the  Attorney  General  of  the  United  States  at 

18  the  request  of  the  Chairman  of  the  Board,  shall  have  juris- 

19  diction  to  issue  to  such  person  an  order  requiring  such  person 

20  to  appear  before  the  Board  or  a  subcommittee  or  member 

21  thereof,  there  to  produce  evidence  is  so  ordered,  or  there  to 

22  give    testimony   touching   the    matter    under   inquiry.    Any 

23  failure  of  such  person  to  obey  any  such  order  of  the  court 

24  may  be  punished  by  the  court  as  a  contempt  thereof. 
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1  COMPENSATION 

2  SfiC.  4.  (a)  Section  5314  of  title  5,  United  States  Code, 

3  is  amended  by  adding  at  the  end  thereof  the  following  new 
»  paragraph : 

5  "(59)   Chairman,   National  Human  Experimenta- 

6  tion  Standards  Board." 

7  (b)   Section  5315  of  title  5,   United  States  Code,   is 

8  amended  by  adding  at  the  end  thereof  the  following  new 

9  paragraph: 

10  "  (96)   Members,    National   Human   Experimenta- 

11  tion  Standards  Board  (4) ." 

12  FUNCTIONS 

1*  Sec.  5.   (a)  It  shall  be  the  function  of  the  Board  to — 

14  (1)   establish    guidelines    for    the    involvement    of 

15  human  beings  in  medical  experiments  which  are  funded 

16  in  whole  or  in  part  with  Federal  funds; 

17  (2)   review  all  planned  medical  experiments  that 

18  involve  human  begins  which  are  funded  in  whole  or  in 

19  part  wdth  Federal  funds  to  determine  if  the  guidelines 

20  established  under  paragraph    (1)    are  being  complied 

21  with ; 

22  (3)   obtain  an  injunction  to  prevent  such  experi- 

23  mentation  in  a  case  where  such  experiments  are  found 

24  not  to  comply  with  established  guidelines; 
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1  (4)   provide  for   the   compensation   of   victims   of 

2  experiments  that  do  not  meet  the  established  guidelines; 

3  and 

4  (5)   prepare  and  submit  an  annual  report  to  the 

5  President,  for  transmittal  to  the  Congress,  recommend- 

6  ing  legislation,  if  required,  and  detailing  the  performance 

7  of  the  Board  during  the  preceding  year. 
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DRUG'S  USE  LINKED  TO 
ADENOCARCINOMA  IN 
THE    OFFSPRING 


We  wish  to  bring  to  the  attention  of  all 
physicians,  hospitals,  and  medical  personnel  an 
important  possible  toxic  effect  of  diethylstilbestrol 
reported  for  the  first  time  in  April  1971  by  Herbst, 
et  al'.  From  their  studies  the  authors  concluded 
that  maternal  ingestion  of  diethylstilbestrol  during 
pregnancy  appears  to  increase  the  risk  of  vaginal 
adenocarcinoma  developing  years  later  in  the 
offspring  exposed.  The  authors  studied  eight  cases 
of  adenocarcinoma  of  the  vagina  in  patients  born 
between  1946  and  1951.  The  malignancies  were 
identified  and  treated  between  1966  and  1969.  In 
seven  of  the  eight  cases,  there  was  a  history  of 
maternal  use  of  diethylstilbestrol.  Because  this 
type  of  malignancy  in  young  girls  had  rarely  been 
reported  previously,  the  authors  conducted  a 
retrospective  investigation  in  an  attempt  to  find 
factors  that  may  be  associated  with  such 
malignancy  in  this  age  group.  Four  matched 
controls  were  established  for  each  patient  and  the 
data  obtained  were  subjected  to  statistical  analysis. 
A  statistically  significant  relationship  was  observed 
for  three  variables:  diethylstilbestrol  given  during 
pregnancy  (p=. 00001),  bleeding  in  that  pregnancy 
(p=less  than  .05)  and  prior  pregnancy  loss  (p=less 
than  .01).  It  is  obvious  that  the  most  significant  of 
the  variables  is  the  administration  of 
diethylstilbestrol  during  pregnancy. 

Since  publication  of  this  study,  five  additional 
cases  of  this  malignancy  associated  with  the 
maternal  use  of  diethylstilbestrol  have  been 
reported  by  Greenwald,  et  al^.  Dr.  Herbst,  in  a 
recent  communication  to  FDA,  has  reported  an 
additional  15  cases  associated  with  use  of  this  drug, 
bringing  the  total  number  of  known  cases  to  27.  It 
must  be  emphasized  that  this  type  of 
epidemiologic  study  defines  only  an  association 
and  not  necessarily  a  cause-and-effect  relationship. 
Further  studies  are  underway  to  clarify  the 
significance  of  these  findings. 

In    the    meantime,    the   FDA   is   initiating  the 


following  precautionary  actions: 

1.  All  manufacturers  of  DES  or  closely  related 
congeners  (dienestrol,  hexestrol,  benzestrol, 
promethestrol)  are  being  notified  that 
appropriate  changes  will  be  required  in  the 
labeling  for  such  drugs.  This  change  will 
consist  in  the  listing  of  pregnancy  as  a 
contraindication  to  -the  use  of 
diethylstilbestrol  and  the  other 
above-mentioned  compounds. 

2.  All  other  estrogens  will  be  required  to  have 
the  following  WARNING  in  their 
labeling:  "A  statistically  significant 
association  has  been  reported  between 
maternal  ingestion  during  pregnancy  of 
diethylstilbestrol  and  the  occurrence  of 
vaginal  carcinoma  developing  years  later  in 
the  offspring.  Whether  such  an  association  is 
applicable  to  all  estrogens  is  not  known  at  this 
time.  In  any  event,  estrogens  are  not  indicated 
for  use  during  pregnancy." 

3.  Epidemiological  studies  are  being  initiated  to 
determine  the  true  incidence  of  this  disease  in 
young  women,  the  number  at  risk,  the 
characteristics  of  patient  populations  with 
this  malignancy,  and  the  probability  of  a 
cause-and-effect  relationship. 

Both  FDA  and  the  medical  profession  face  a 
responsibility  to  help  determine  whether  this 
reported  association  constitutes  a  cause-and-effect 
relationship.  We  ask  that  all  physicians  consider 
appropriate  steps  to  assist  FDA  case-finding  and  to 
protect  any  patients  who  might  be  at  risk. 

It  may  be  possible  to  trace  the  offspring  of  those 
mothers  who  received  DES  during  pregnancy.  All 
physicians  should  be  especially  alert  for  young 
women  whose  mothers  may  have  received 
hormonal  therapy  during  pregnancy,  particularly 
those  young  women  who  may  be  experiencing 
irregular  vaginal  "bleeding.  The  association  should 
be  a  routine  consideration  for  physicians  whose 
practice  includes  young  women. 

This  is  a  previously  unsuspected  health  problem. 
Further  information  is  essential  to  the  FDA  and  to 
the  medical  profession.  We  ask  your  help  in 
reporting  any  cases  you  encounter  for  entry  in  a 
case  registry. 


1.  Herbst,  et  al   —  Adenocarcinoma  of  the  Vagina  —  New  England 
Journal  of  Medicine  -  Volume  284,  Number  16  (April  22,  1971). 


2.  Greenwald,  et  al  —  Vaginal  Cancer  After  Maternal  Treatment  with 
Synthetic  Estrogens  —  New  England  Journal  of  Medicine,  Volume 
285,  Number  7,  (August  12,  1971). 
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FDA  will  take  every  possible  step  to  insure  that  reporting  form  is  printed  in  this  bulletin.  FDA  will 

you  are  kept  abreast  of  new  information  as  soon  as  forward    a    supply    of    forms   to   each    practicing 

it  can  be  gathered  and  analyzed.  physician   as  soon  as  they  are  printed.  Facsimile 

For    your    convenience,    an    adverse    reaction  forms  are  acceptable. 


DRUG  EXPERIENCE  REPORT 

(IN  CONFIDENCE) 

Form  Approved 
OMB  No.  XXXXXXX 

PATIENT   INITIALS  (Optional) 

DATE  OF   REACTION  ONSET 

SUSPECTED   REACTION(S) 

SUSPECTED  DRUG(S);  TRADE/GENERIC   NAME   (Manufacturer's  name,   if  possible) 

DISORDER  OR   REASON   FOR  USE  OF   DRUG(S)   (Optional) 

ROUTE 

TOTAL  DAILY 
DOSE 

DATES  OF  ADMINISTRATION 

OTHER   DRUGS  TAKEN   CONCOMITANTLY 

COMMENTS  (Optional)                                                                                                        ' 

PHYSICIAN'S  NAME,  ADDRESS,  AND   ZIP  CODE 

FD  PROPOSED  FORM 
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Senator  Kennedy.  Tomorrow  we  will  continue  the  hearings  begin- 
ning at  10  a.m.  The  subcommittee  stands  in  recess. 

Tomorrow  we  will  continue  the  hearings  beginning  at  10  a.m.  The 
subcommittee  stands  in  recess. 

[Whereupon,  at  2  p.m.,  the  hearing  was  recessed,  to  be  reconvened 
Thursday,  February  22,  at  10  a.m.] 


QUALITY  OF  HEALTH  CARE— HUMAN 
EXPERIMENTATION,  1973 


THURSDAY,   FEBRUARY  22,    1973 

U.S.  Senate, 
Subcommittee  on  Health  of  the 
Committee  on  Labor  and  Public  Welfare, 

Washington,  D.C. 

The  subcommittee  met,  pursuant  to  recess,  at  10 :05  in  Room  1318, 
Dirksen  Building,  Senator  Edward  M.  Kennedy,  chairman,  presiding. 

Present :  Senators  Kennedy  and  Javits. 

Committee  staff  members  present :  LeRoy  G.  Goldman,  professional 
staff  member  and  Jay  B.  Cutler,  minority  counsel. 

Senator  Kennedy.  The  subcommittee  will  come  to  order. 

Today  is  the  second  in  a  series  of  6  days  of  hearings  of  the  Quality 
of  Medical  Care  and  Human  Experimentation.  Yesterday  we  learned 
that  a  pattern  of  practice  developed  in  the  state  of  Tennessee  with 
regard  to  the  use  of  Depo-Provera  for  purposes  not  currently  ap- 
proved by  the  Food  and  Drug  Administration.  We  learned  that  in 
this  country  a  doctor  has  the  freedom  to  independently  overrule  the 
judgment  of  the  Food  and  Drug  Administration  with  regard  to  the 
safety  and  efficacy  of  any  drug.  Anyone  of  us  can,  at  any  time,  walk 
into  a  doctor's  office  and  receive  experimental  medication  or  treatment, 
without  knowing  it.  And  we  can  only  redress  our  grievances  if  we  are 
harmed. 

Today  we  will  learn  of  patterns  of  practice  that  have  developed  in 
this  country  with  regard  to  DES.  Yesterday  the  Commissioner  of  the 
Food  and  Drug  Administration,  Dr.  Edwards,  said  that  the  wide- 
spread use  of  DES  in  university  centers  would  be  of  great  concern, 
that  concern  is  justified,  and  we  will  demonstrate  that  today. 

DES  causes  vaginal  cancer  in  the  offspring  of  women  who  have 
taken  it  during  their  pregnancy.  We  will  hear  today  that  it  is  also 
associated  with  a  second  type  of  cancer — cervical  cancer,  and  that  it 
may  be  associated  with  additional  types  of  cancer.  Given  this  known 
carcinogenicity,  we  have  banned  DES  from  cattle  feed.  We  have  not 
banned  its  use  in  the  treatment  of  human  beings.  Only  yesterday  the 
FDA  approved  DES  for  emergency  use  as  a  morning  after  pill.  Today 
we  will  try  to  determine  if  even  that  limited  action  can  be  justified. 

Our  first  witnesses  this  morning  are  Dr.  Sidney  Wolfe  and  Ms.  Anita 
Johnson  of  the  Health  Research  Group. 

Ms.  Johnson  is  an  attorney,  specializing  in  food  and  drug  safety. 
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Dr.  Wolfe  is  director  of  Health  Research  Group,  Washington,  D.C. ; 
he  is  a  graduate  of  Western  Reserve  Medical  School,  and  formerly 
spent  5  years  as  a  research  physician  with  the  National  Institutes 
of  Health. 

We  are  looking  forward  to  your  testimony. 

STATEMENTS  OF  BR.  SIDNEY  WOLFE  AND  MS.  ANITA  JOHNSON, 
HEALTH  RESEARCH  GROUP,  WASHINGTON,  D.C. 

Ms.  Johnson.  I  am  Anita  Johnson,  an  attorney  with  the  Health 
Research  Group  in  Washington,  D.C,  and  this  is  Dr.  Sidney  Wolfe,  a 
physician  with  the  same  group. 

I  wish  to  insert  into  the  record  at  the  outset  a  report  on  the  "Morning 
after  Pill"  which  we  released  December  8, 1972. 

Diethylstilbestrol  (DES)  has  long  been  known  to  be  carcinogenic 
in  animals  and  since  1969  has  been  known  to  cause  cancer  in  humans 
administered  DES  in  utero.  Last  summer  FDA  banned  use  of  DES  in 
animal  feed  because  there  were  small  residues  of  the  substance  in  meat 
intended  for  human  consumption.  Although  FDA  long  ago  approved 
DES  as  a  drug  for  certain  circumscribed  purposes  it  has  never  ap- 
proved DES  for  use  as  a  postcoital  contraceptive.  DES  has  never  been 
shown  to  be  safe  and  effective  for  this  purpose. 

Under  these  circumstances,  doctors  should  not  administer  DES  to 
women,  if  at  all,  only  under  the  most  stringent  and  careful  con- 
ditions. All  women  should  be  informed  that  DES  may  cause  cancer 
in  their  offspring  if  the  Morning  After  Pill  is  not  effective,  and  that 
animal  tests  have  shown  it  causes  cancer  in  animals  administered  the 
drug.  No  doctors  should  administer  the  pill  unless  they  have  filed  an 
investigational  new  drug  application  with  the  FDA,  are  engaged  in  a 
research  study  involving  meticulous  short-  and  long-term  followup  of 
each  patient,  are  under  continuous  institutional  peer  review  of  the 
experiment,  keep  complete  records,  and  administer  the  drug  only  to 
patients  who  are  fully  informed  of  the  risks  of  the  experiment.  Use 
of  the  Morning  After  Pill  cannot  even  arguably  be  justified  unless  in 
the  context  of  a  well-designed  and  well- protected  research  study. 

Yet  the  DES  Morning  After  Pill  is  widely  used.  In  cases  we  know 
about,  it  is  used  with  unacceptable  carelessness,  in  some  cases  with- 
out even  the  most  elemental  requirements  of  a  genuine  experiment. 

Advocates  for  Medical  Information,  an  Ann  Arbor  student  group, 
reported  to  us  last  November  that  the  health  service  at  the  University 
of  Michigan  was  dispensing  DES  like  water.  At  that  time,  women 
were  not  warned  of  possible  side  effects  other  than  nausea,  or  of  its 
unapproved  status.  Only  nine  out  of  the  69  cases  studied  by  Advocates 
for  Medicine  Information  were  followed  up,  and  these  were  voluntary 
followups  by  the  patient.  Although  a  family  history  of  breast  or 
genital  cancer  vastly  increases  the  risk  of  DES,  only  three  of  the 
women  were  asked  about  this.  Only  10  stated  that  their  doctors  in- 
quired about  exposure  to  other  estrogens  such  as  birth  control  pills 
or  DES  in  utero.  Doctors  as  a  rule  did  not  inquire  about  the  possibility 
of  pregnancy  from  the  prior  month — in  which  case  DES  would  not 
abort  and  could  damage  the  f  etus — and  did  not  assess  the  likelihood  of 
pregnancy  at  the  time  of  prescription. 
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At  the  University  of  Vermont,  followup  is  lackadaisical.  "If  the 
woman  becomes  pregnant,"  said  one  doctor,  "we  assume  she  will  return 
to  the  infirmary  and  tell  us."  When  asked  what  warnings  the  women 
get  at  the  health  center,  the  doctor  replied,  "We  don't  dwell  on  the 
risks  because  one-shot  use  of  DES  presents  no  risk  to  the  woman." 
Even  if  the  woman  becomes  pregnant  after  DES  use,  she  is  not  told  of 
the  evidence  of  risk  to  the  fetus.  Doctors  there  do  not  check  the  medical 
or  family  history  of  the  woman  for  evidence  of  increased  risk,  "be- 
cause the  pill  doesn't  generate  problems." 

At  the  University  of  Oregon,  the  health  service  director  stated  that 
women  are  informed  about  the  risk  of  cancer  to  female  offspring, 
and  are  questioned  about  their  family  history  before  the  pill  is  dis- 
pensed. There  is  no  formal  followup.  "If  she's  had  unprotected  inter- 
course and  asks  for  the  pills,  she  gets  it  unless  she  has  the  counter 
indications,"  the  director  said. 

At  Oregon  State,  the  health  center  gynecologist  does  not  believe 
that  DES  is  a  proven  human  carcinogen.  "I  tell  the  women  that  Ralph 
Nader  believes  DES  is  dangerous,  but  that  I  don't."  Women  are  not 
asked  for  family  histories  of  cancer,  and  they  are  dispensed  the  pill 
for  any  unprotected  intercourse.  Asked  whether  the  women  are  in- 
formed that  it  is  an  unapproved  use,  the  doctor  stated :  "We  tell  the 
girls  that  FDA  is  studying  DES." 

At  Indiana  University  the  health  service  has  prepared  a  written 
informed  consent  form  which  states  that  because  of  a  strong  possi- 
bility of  cancer  in  offspring,  "it  is  probably  unwise  to  continue  preg- 
nancy" if  DES  is  not  effective.  The  form  states  that  DES  has  not 
been  approved  for  this  use,  that  the  long  term  and  some  of  the  short 
term  effects  of  the  pill  are  not  known,  and  that  the  use  of  well  studied 
methods  of  birth  control  is  preferable.  This  consent  form  has  only 
been  available  since  December  14, 1972.  Physicians  there  use  the  form 
only  at  their  option.  One  doctor  said  that  women  are  checked  to  be 
sure  they  are  not  already  pregnant,  and  are  discouraged  from  taking 
DES  if  their  chances  of  pregnancy  are  not  great.  The  Indiana  Public 
Interest  Research  Group  reports  that  at  least  one  woman  was  given 
DES  in  1972  with  none  of  the  above  cautions  except  that  she  was 
informed  that  it  was  experimental. 

At  Princeton  University  women  are  apparently  warned  that  their 
offspring  may  get  cancer,  but  they  are  not  warned  of  a  risk  to  them- 
selves, are  not  told  that  the  pills  are  experimental,  and  are  not  asked 
for  family  histories. 

Scripps  College  in  California  has  dispensed  the  Morning  After 
Pill  with  no  warnings  but  that  of  nausea,  with  no  medical  or  family 
histories  or  other  inquiries  made.  At  Tufts  and  Boston  Universities, 
the  pill  has  been  dispensed  with  no  cancer  warnings  given.  At  UCLA, 
health  service  doctors  told  the  L.A.  Times  that  histories  were  taken 
and  followup  made,  but  a  student  there  reported  she  had  been  given 
no  cancer  warnings. 

At  Syracuse,  DES  is  dispensed.  There  are  no  regulations  on  dis- 
pensing DES,  and  no  records  are  kept.  At  the  request  of  the  Syracuse 
Public  Interest  Research  Group,  the  director  agreed  to  issue  a  fact 
sheet  to  women  who  requested  the  pill.  At  Toronto,  women  are  coun- 
seled to  have  an  abortion  if  they  become  pregnant,  and  told  that  DES 
should  not  be  used  for  routine  contraception.  At  Cal  State,  a  reporter 
was  told  that  "universal  procedures"  were  followed. 
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Other  centers  distributing  the  Morning  After  Pill  are  Minnesota, 
Harvard  and  Iowa  State,  and  the  Feminist  Women's  Health  Center 
in  L.A.  Here  in  Washington,  our  Office  manager  was  able  to  get  a 
prescription  for  the  Morning  After  Pill  over  the  phone  with  no  ques- 
tions asked  and  no  warnings  given. 

Senator  Javits.  Madam  Witness,  would  you  mind  yielding  to  me 
for  30  seconds,  with  the  chairman's  permission. 

I  dislike,  Mr.  Chairman,  to  interrupt,  but  I  must  leave  and  wish  at 
this  time  to  introduce  for  the  hearing  record  my  preliminary  state- 
ment relating  to  my  own  bill  on  protection  of  human  subjects  in  experi- 
mentation and  my  bill  to  stimulate  medical  school  concern  with  the 
problem  which  I  shall  introduce  today  with  Senators  Williams  and 
Mondale. 

I  want  to  compliment  the  chairman  upon  very  promptly  getting 
into  this  question  which  is  very,  very  much  before  the  country  this 
morning.  I  assure  you  as  always  of  my  close  cooperation  in  the  work 
of  this  subcommittee  on  this  subject. 

Senator  Kennedy.  Thank  you  very  much. 

Senator  Javits.  Thank  you  very  much.  I  am  sorry  to  interrupt. 

STATEMENT  OF  HON.  JACOB  K.  JAVITS,  A  U.S.  SENATOR  FROM  THE 

STATE  OF  NEW  YORK 

Senator  Javits.  As  the  Health  Subcommittee  of  the  Committee  on 
Labor  and  Public  Welfare  (of  which  I  am  ranking  minority  member) 
begins  hearings  on  such  issues  as  psychosurgerv,  organ  transplants, 
genetic  manipulations,  sterilization  procedures  for  criminal  behavior, 
brain-washing,  mind  control  and  mind  expanding  techniques,  and  yes, 
even  the  very  concept  of  birth  and  death  itself,  the  urgent  need  to  ade- 
quately protect  the  rights  and  welfare  of  human  subjects  in  all  re- 
search activities  becomes  imperative. 

To  assure  meaningful  legal  controls  of  all  federally  supported  re- 
search activities  involving  human  subjects,  I  have  introduced  the  "Pro- 
tection of  Human  Subjects"  bill,  S.  878. 

The  bill  is  patterned  upon  NIH  research  guidelines  and  outlines 
flexible«operating  procedures  which  can  be  adapted  to  a  variety  of  fed- 
erally funded  grant  and  contract  mechanisms  to  safeguard  the  rights 
and  welfare  of  human  subjects. 

There  is  no  doubt  but  that  we  must  constantly  and  continually  en- 
courage research  into  the  great  enigma  of  man  and  his  world  if  we 
are  to  eventually  overcome  the  abysmal  depths  of  ignorance  and 
disease. 

But  we  must  guard  against  self  delusion  lest  it  harm  that  precious 
quality  of  life  which  is  so  uniquely  human — also  to  be  humane.  Scien- 
tific inquiry  must  constantly  be  blended  with  judgment,  compassion 
and  sympathy,  the  true  synthesis  of  humaneness  and  humanity. 

The  dilemma  of  what  reforms  should  be  imposed  upon  scientific 
inquiry  and  medical  experimentation  will  require  the  leadership  of 
the  medical  profession.  The  recent  book,  Research  on  Human  Sub- 
jects— Problems  of  Social  Control  In  Medical  Experimentation, 
by  Bernard  Barber,  John  J.  Lally.  Julia  Loughlin  Makarushka, 
and  Daniel  Sullivan,  unfortunately  concludes  that  medical  schools 
".  .  .  have  not  been  ethical  leaders  with  regard  to  peer  group  review. 
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They  have  a  proud  record  of  scientific  leadership,  but  their  record  in 
ethical  innovation  is  not  distinguished". 

Medical  schools  have  primary  responsibility  for  the  education  and 
training  of  those  who  will  carry  on  the  medical  profession  as  practi- 
tioners, as  researchers,  and  as  teachers,  and  are  the  natural  environ- 
ment to  become  ethical  leaders  in  respect  to  efforts  to  safeguard  the 
rights  and  welfare  of  the  human  subjects  of  biomedical  research. 

I  believe  that  unless  significant  improvement  is  made  in  the  curric- 
ula of  our  medical  schools — to  provide  ethical  leadership  in  protecting 
and  safeguarding  the  rights  of  human  subjects — it  will  augur  ill  for 
our  nation's  future.  Therefore,  I  am  introducing  with  Senator  Wil- 
liams, Chairman  of  the  Committee,  a  bill  to  authorize  special  project 
grants  to  medical  schools  to  stimulate  the  development  of  programs  in 
the  ethical,  social  and  legal  implications  of  the  advances  in  biomedical 
science  and  technology,  with  emphasis  upon  their  implications  for 
individuals  and  society. 

It  is  imperative  that  we  maintain  a  constant  vigril  lest  the  zeal  which 
first  motivated  and  then  impelled  man  forward  in  his  never-ending 
quest  for  enlightenment  be  like  the  sorcerer's  apprentice,  exceeding  its 
bounds  and  unfettered,  cause  us  to  outdistance  our  own  capacity  for 
the  best  values  of  humanity;  and  this  could  easily  result  in  moral 
suicide. 

At  the  same  time,  excessive  rigidity  in  the  regulation  of  human 
subject  experimentation  because  of  some  improprieties  in  ethical  self 
regulation  would,  I  believe,  be  to  the  disadvantage  of  the  individual 
and  society.  Civilized  society  cannot  tolerate  the  callous  disregard  of 
human  rights  for  any  purpose  and  mankind  would  be  badly  served  if 
we  write  rigid  laws  to  govern  research  practices  and  scientific  investi- 
gation ;  but  research,  development  and  the  reduction  to  practice  of  new 
ideas  are  not  carried  out  in  a  practical,  ethical,  or  legal  vacuum  and 
the  public  interest  would  not  be  served  by  such  an  inflexible  approach. 

In  view  of  my  own  deep  personal  concern  about  this  subject,  I  have 
sponsored — with  the  Chairman  of  the  Labor  and  Public  Welfare 
Committee,  Senator  Williams;  the  ranking  minority  member  of  the 
Health  Subcommittee,  Senator  Schweiker ;  and  the  Chairman  of  the 
Health  Subcommittee,  Senator  Kennedy — a  special  Congressional 
briefing  session  on  February  27  about  the  advances  in  biomedical 
science  and  their  important  consequences  for  the  future  of  mankind 
generally,  and  for  our  country  in  particular.  These  new  developments 
have  profound  ethical  and  legislative  implications,  and  so  require 
understanding  on  our  part  as  legislators  if  they  are  to  be  used  for  max- 
imum benefit  to  our  people. 

Senator  Kennedy.  Thank  you,  Senator  Javits. 

Ms.  Johnson  would  you  please  continue  your  statement. 

Ms.  Johnson.  Thank  you,  Senator  Kennedy. 

The  cases  I  have  cited  are  but  a  few  examples  of  how  DES  was 
used  as  the  Morning  After  Pill  while  it  was  still  unapproved  for  such 
use  due  to  lack  of  evidence  of  safety  and  efficacy. 

If  the  situation  was  deplorable  at  many  college  campuses  then,  what 
will  it  be  like  now  that  the  FDA  has  proposed  approving  its  use? 
Reliance  on  peer  review  and  institutional  review  to  delimit  adminis- 
tration of  the  pill  without  information  consent  and  other  precautions, 
as  proposed  by  the  FDA,  will  certainly  not  work  for  an  approved  drug 
if  it  did  not  work  for  the  same  drug  while  it  was  "experimental." 
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If  peer  review  and  institutional  review  alone  would  suffice,  why  did 
the  following  occur : 

1.  Not  one  university  health  service  in  the  United  States  filed  an 
IND  to  use  DES  as  the  Morning  After  Pill  and  almost  none  collected 
data  appropriate  for  such  human  experimentation. 

2.  On  many  campuses,  there  was  and  still  is  no  uniform  policy  on 
what  information  needs  to  be  given  to  women  in  order  to  fulfill  condi- 
tions of  informed  consent.  It  was  "left  up  to  the  individual  physician" 
to  decide  what  the  patient  should  be  told. 

3.  At  one  university,  the  Institutional  Peer  Review  Committee  was 
not  even  asked  by  health  service  doctors  whether  or  not  the  health 
service  should  participate  in  proposed  NIH  studies  to  test  out  two  other 
estrogens  as  morning  after  pills.  The  Committee  was  told  the  health 
service  doctors  would  participate. 

Just  as  peer  review  alone  has  and  will  continue  to  fail  to  curb  un- 
necessary surgery  and  other  therapeutic  excesses  of  doctors,  so  too, 
unaided  by  informed  patients,  will  it  provide  proper  surveillance  over 
the  use  of  DES  or  any  other  drug. 

Whether  as  an  unapproved  drug  or,  imminently  as  an  approved 
use,  if  FDA  continues  to  allow  the  use  of  DES  as  a  Morning  After 
Pill,  the  following  conditions  should  apply: 

1.  The  physician  should  participate  in  a  well-designed  study,  so  that 
reliable  information  about  the  drug  will  increase,  to  help  offset  the 
risks  to  the  voluntary  subject. 

2.  Before  a  doctor  can  prescribe  the  Morning  After  Pill  he  should  be 
required  to  give  to  the  patient  the  following  statement : 

(a)  DES  has  not  been  proven  100  percent  effective  for  use  as  a 
Morning  After  Pill.  It  has  been  found  to  cause  cancer  in  the  offspring 
of  some  of  the  women  who  have  taken  it.  If  the  Morning  After  Pill 
does  not  prevent  pregnancy,  you  should  have  an  abortion. 

(b)  Animal  tests  have  shown  the  DES  can  cause  cancer  in  the  animal 
taking  the  drug. 

If  you  have  ever  had  breast  or  genital  cancer,  you  should  not  take 
this  drug.  If  your  family  has  a  history  of  breast  or  genital  cancer  the 
risk  of  danger  to  you  is  increased.  The  risk  is  probably  higher  if  you 
have  been  exposed  to  other  estrogens,  such  as  birth  control  pills  or 
DES  administered  to  your  mother  while  you  were  a  fetus. 

(c)  Your  doctor  will  determine  as  nearly  as  possible  whether  you 
are  pregnant  from  a  prior  intercourse.  If  so,  you  should  not  take 
DES.  He  will  also  try  to  determine  whether  you  are  likely  to  have 
been  fertile  at  the  time  of  this  intercourse. 

(d)  If  you  have  read  this  statement  and  have  decided  to  take  the 
Morning  After  Pill,  please  sign  here  and  give  this  section  to  your 
doctor. 

(e)  DES  should  not  be  used  as  a  routine  form  of  birth  control.  Do 
not  take  it  if  you  have  taken  it  before.  Do  not  take  it  again. 

This  statement  resembles  the  labeling  of  the  drug.  It  should  be 
given  before  the  prescription  is  made,  as  is  labeling  on  all  consumer 
products  other  than  drugs. 

This  statement  should  be  signed  by  the  patient  before  the  doctor 
writes  the  prescription. 

Some  of  the  characteristics  which  make  guinea  pigs  (or  other  ex- 
perimental animals)   most  suitable  for  experimentation  is  the  fact 
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that  they  are  captives  and  they  do  not  need  to  be  told  what  you  are 
doing,  nor  need  their  permission  be  asked. 

Whether  the  subjects  are  prisoners,  college  students,  military  per- 
sonnel or  poor  people,  they  share  a  common  sense  of  captivity  and  the 
use  of  any  drugs  on  them  must  be  regulated  with  paramount  regard 
for  their  well-being. 

Not  only  must  existing  legislation  governing  non-marketed  drugs  be 
implemented  but  new  legislation  to  govern  unapproved  uses  is  sorely 
needed. 

Senator  Kennedy.  Dr.  Wolfe,  do  you  have  any  comments  you  would 
like  to  make  at  this  time  ?  If  not,  I  want  to  get  into  some  questions. 

Dr.  Wolfe.  Just  as  you  have  amply  demonstrated  in  your  surveys 
of  this  country  that  the  quality  of  medical  practice  varies  from  the  best 
to  the  worst,  it  is  also  clear  that  although  the  quality  of  medical  prac- 
tice in  some  university  centers  is  high,  now  in  some  places  quite  the 
opposite  is  true.  Thus,  one  can  see  a  complete  spectrum  of  degrees  to 
which  doctors  do  or  do  not  give  the  proper  amount  of  information  to 
women  about  the  morning-after  pill. 

This  is  the  kind  of  situation  that  is  going  to  continue  until  some- 
thing occurs,  probably  legislatively,  to  control  so-called  unapproved 
uses  of  approved  drugs. 

I  would  be  happy  to  answer  any  questions  that  you  have. 

Senator  Kennedy.  You  mention  I  think  some  15  different  university 
medical  centers  which  dispense  DES;  is  that  correct? 

Dr.  Wolfe.  Yes. 

Senator  Kennedy.  Could  you  tell  us  about  the  extent  of  the  use  of 
it  in  these  medical  centers  ? 

You  refer  to  different  reactions  of  health  centers  in  given  colleges, 
but  how  widespread  is  it  in  those  15  different  areas,  based  upon  your 
studies  ? 

Dr.  Wolfe.  There  are  a  couple  of  answers  to  that.  First  of  all,  one 
physician  who  is  a  consultant  to  NIH,  which  is  currently  giving  out 
contracts  to  study  the  use  of  other  estrogens  for  the  morning  after  pill, 
has  estimated  that  approximately  2  million  women  have  gotten  the 
morning  after  pill. 

When  you  get  down  to  the  level  of  the  individual  university,  a  num- 
ber of  universities  for  a  number  of  years  have  been  giving  the  morning 
after  pill  out  to  as  many  as  400,  500,  600  women  per  year.  In  fact,  one 
of  the  prerequisites  that  the  NIH  demands  of  institutions  that  are 
participating  in  its  new  studies  on  the  use  of  estrogens  for  the  morning 
after  pill  is  that  they  treat  at  least  a  couple  hundred  women  a  year. 

There  were  a  few  schools  in  our  surveys  in  which  it  was  only  given 
DES  out  to  five  or  ten  women  per  year,  but  I  believe  many  more  have 
given  it  to  several  hundred  per  year. 

Senator  Kennedy.  So  it  is  your  testimony  that  at  least  in  these  15 
medical  centers,  DES  is  being  distributed ;  that  the  extent  of  the  dis- 
tribution varies  from  university  center  to  center;  and  that  patterns  of 
informed  consent  vary  extensively. 

Dr.  Wolfe.  From  none  to  a  very  complete  set  of  information. 
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Senator  Kennedy.  Do  you  think  these  are  the  only  15  university 
centers  in  the  country  that  are  doing  it?  Is  this  an  exhaustive  list? 

Dr.  Wolfe.  No.  This  is  by  no  means  exhaustive.  It  was  accumulated 
in  part  in  response  to  the  localization  of  the  "Morning  After  Pill" 
report  of  December  1972  which  we  would  like  to  enter  into  the  record, 
and  some  information  was  also  accumulated  b}^  the  public  interest  re- 
search groups  on  various  college  campuses. 

Senator  Kennedy.  That  may  be  put  in  the  record. 

[The  information  referred  to  follows :] 
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HEALTH  RESEARCH  GROUP  REPORT  ON 
THE  MORNING  AFTER  PILL 
December  8,  1972 


INTRODUCTION 

As  of  this  time,  approximately  100  American  women  are  known 
to  have  developed  vaginal  cancer  as  a  result  of  ingestion  of 
diethyl  stilbestrol  by  their  mothers  while  they  were  pregnant. 
Most  of  these  women  are  being  operated  on  to  arrest  further 
spread  of  the  cancer.   If  detected  early  enough  they  will  live. 
Others  have  and  will  continue  to  die. 

Tens  of  thousands  of  women  were  exposed  during  the  19^0' s 
and  1950* s  to  large  doses  of  DES  prescribed  by  doctors  to  prevent 
miscarriage.   Although  the  fact  that  100  daughters  of  these  women 
are  already  known  to  have  developed  vaginal  cancer  is  a  testimony 
to  the  lack  of  safety  of  the  drug,  the  well-documented  lack  of 
effectiveness  in  preventing  miscarriages  (the  use  for  which  it 
was  given  to  mothers  of  cancer  victims)  makes  the  situation  even 
more  appalling. 

As  early  as  1953,  Dieckman  published  a  study  which  cast  serious 
doubt  on  the  efficacy  of  DES  in  preventing  miscarriage.   (Am.  J. 
Ob.  Gyn.  66)      In  a  review  of  the  existing  studies  on  this  use  in 
1958,  Goldzieher  (Am.  J.  Ob.  Gyn.,  75,  12C2)  concluded  that  "there  is 
no  statistical  evidence  for  the  value  of  stilbestrol  therapy." 

In  testifying  before  Congress,  FDA  Commissioner  Edwards 
could  point  to  no  scientific  evidence  that  it  was  effective.   He  said 
lamely  that  there  must  be  some  evidence  "because  of  its  widespread 
use  in  the  medical  profession." 

Whether  chloramphenicol  for  treating  acne,  penicillin  for  the 
common  cold  or  DES  to  prevent  abortions  the  problem  is  much  the  same. 
Widespread  use  by  the  medical  profession  is  very  often  widespread 
misuse. 

Thus,  DES,  given  in  large  doses  to  women  in  the  19i^0,s<and  1950'  s 
without  evidence  of  efficacy,  has  caused  cancer  in  a  generation  of 
women  in  the  19oOfs  and  1970*s  (possibly  1980's  and  .1990's).   As 
a  result  of  this,  the  FDA  has  begun,  albeit  slowly,  to  ban  DES 
from  the  food  supply. 

The  story  of  the  Morning  After  Pill  gives  chilling  witness 
to  the  recalcitrance  of  the  FDA,  the  medical  profession  and  the  drug 
industry  to  learn  from  tragic  experiences. 

According  to  an  official  in  the  Center  for  Population  Research 
of  the  National  Institutes  of  Health,  "Most  university  health  services 
are  giving  the  Morning  After  Pill'.   The  Morning  After  Pill  is  given 
to  women  to  prevent  pregnancy  after  they  have  had  unprotected  inter- 
course while  potentially  ovulating.   The  Morning  After  Pill  is  a 
massive  dose  of  diethyl  stilbestrol,  (25  mg)  given  twice  a  day 
for  five  days . 
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The' November  1971  FDA  Drug  Bulletin  warning  all  physicians  against 
use  of  DES  in  pregnancy  has,  according  to  many  obstetricians, 
significantly  decreased  its  use  to  prevent  miscarriages.   Despite  this, 
however,  sales  of  DES  for  1972  increased  over  1971.   Total  DES 
sales  for  1971  were  01,844,000.  (price  to  manufacturer).   9  month 
figures  for  Lilly,  the  major  supplier,  (as  it  is  for  DCS  used  in 
animal  feed)  were  up  k%    from  last  year. 

Whether  the  increase  in  total  sales  despite  an  apparent  decrease 
in  one  usage  is  due  to  increased  popularity  of  the  doming  After 
Pill  generated  by  an  October  1971  J. A.M. A.  report  of  Kuchera  is 
unknown.   What  is  known,  however,  is  that  more  of  this  potent  carcinogen 
is  being  given  than  before. 

This  report  presents  evidence  of  the  irresponsible  way  in  which 
DES  is  now  being  used  as  the  Morning  After  Pill  on  the  college 
campus  and  by  the  private  practitioner.   Unlike  the  use  of  DES 
to  prevent  miscarriage,  which  was  at  least  an  approved  use,  although 
dangerous   and  ineffective,  the  current  use  is  unapproved.  The  FDA 
again  watches  idly  while  another  possible  tragedy  unfolds. 

HAZARDS  OF  DES  (And  other  estrogens) 

in  addition  to  the  unfortunate  human  evidence  of  carcinogenicity 
of  DES  given  during  pregnancy  to  women  whose  daughters  then  developed 
cancer  10  to  20  years  later,  there  are  other  possible  hazards  of 
not  only  DES  but  all  estrogens. 

1.  Dr.  Arthur  Herbst,  whose  April,  1971,  ilew  England  Journal 
article  lifted  the  lid  off  this  disaster  has  said,  in  response  to 
Congressional  inquiry  about  how  much  and  how  long  does  DES  have  to  be 
taken  to  be  carcinogenic, 

"We  do  not  have  enough  data  or  knowledge  at  the  present 
time  to  say  what  the  smallest  dose  or  the  shortest  duration 
of  exposure  to  this  drug  is  that  could  cause  trouble." 
(DES  Hearings  11/71,  p.  8) 

This  answers  those  who  say  the  Morning  After  Pill  is  not 
given  for  a  long  enough  period  of  time  to  be  carcinogenic. 

2.  Both  Dr.  Roy  Hertz  of  Rockefeller  University  and  Dr.  Mort  Lipsett 
of  the  ij'ational  Institutes  of  Health,  experts  in  hormonal  cancer, 
have  repeatedly  stated  that  the  best  available  information  suggests 
that  all  estrogens  given  at  comparable  doses  and  for  comparable 
periods  of  time  as  DES  would  cause  the  same  carcinogenic  effects. 

This  is  in  sharp  opposition  to  those  who  would  replace  DES 
with  natural  estrogens  for  use  as  a  morning  after  pill.   The 
Center  for  Population  Research  of  the  MIH  is  currently  awarding 
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contracts  to  University  Health  Services  and  family  planning 
agencies  to  :test  out"  the  effectiveness  of  natural  estrogens 
as   a  morning  after  pill,  hoping  to  get  people  to  change  from 
DES  and  ultimately  "to  get  the  label  changed  for  indicated  uses  of 
natural  estrogens  to  include  the  post-coital  contraception'*  . 
(Morning  After  Pill) 

3.  There  is  an  increased  incidence  of  breast  cancer  in  women  with 
family  histories  of  this  disease  (Cancer  Research  23,  1503,  1963). 

In  addition,  it  is  generally  known  that  estrogens  are  contraindicated 

in  anyone  with  breast  cancer. *  Further,  ''breast  cancer  exists 

in  some  cases  for  years  before  it  can  be  clinically  detected... 

We  have  no  data  concerning  the  effect  of  such  medication  (estrogens) 

on  breast  cancer  during  the  developmental  or  pre-clinical  phase 

of  the  disease.   (Hertz,  DES  Hearings  11/71,  p.  62) 

This  is  a  challenge  to  those  unthinking  or  ignorant  doctors  who 
would  give  the  Horning  After  Pill  (or,  for  that  matter,  any 
estrogen)  to  women  without  taking  a  family  history.  (See 
later  part  of  report  for  evidence  of  this  at  the  University 
of  Michigan  Health  Service  and  in  Washington,  D.C.). 

4.  In  the  same  hearings,  Dr.  Hertz,  also  stated, "Actually ,  our 
inadequate  knowledge  concerning  the  relationship  of  estrogens  to 
cancer  in  women  is  comparable  with  what  was  known  about  the  association 
between  lung  cancer  and  cigarette  smoking  before  extensive 
epidemiologic  study  delineated  this  overwhelmingly  significant 
relationship. " 

lie  continues,  "Addition  of  any  artificial  estrogen  beyond  the 
natural  estrogen  produced  in  the  body  disturbs  a  natural  balance 
which,  even  under  ideal  natural  conditions  is  precarious,  demonstrated 
by  the  fact  that  one  of  each  16  women  will  develop  breast  cancer 
during  her  lifetime."     (In  point  of  fact,  the  amount  of  DES  given 
daily  as  a  Morning  After  Pill  is  about  500  times  that  produced 
daily  in  the  body).  (Lipsett,  DES  hearings,  Uov.  1971,  p.  33) 

These  latter  statements,  coupled  with  the  known  animal  carcinogen- 
icity of  estrogens  (mice,  rats,  rabbits,  dogs,  and  hamsters  — 
a  variety  of  organs  including  breast,  uterus,  ovaries,  kidney) 
counter  those  who  argue  that  the  only  danger  of  the  Morning 
After  Pill  is  for  the  foetus  and,  since  i   is  100/2  effective 
as  an  abortion-promoter  when  given  less  than  72  hours  after 
intercourse,  there  will  be  no  foetus  so  why  worry.   Aside 
from  the  fact  that  the  Morning  After  Pill  is  less  than  100/5 
effective  in  aborting  (see  below)  the  woman  herself  may  be 
at  risk. 

In  summary ,  the  known  human  carcinogenicity  of  DES  In  offspring 
and  the  larg  number  of  animal  studies  showing  direct  effects  identify 
this  and  other  estrogens  as  potentially  hazardous.   The  next  section 
describes  human  experiments  which  were  and  are  being  done  to  study 
the  effectiveness  of  the  Morning  After  Pill,  rather  than  its  safety. 

'""   premenopausal  women 
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EFFICACY  OF  THE  MORHIUG  AFTER  PILL: 
Safety  and  Efficacy  of  Doctors  Prescribing  it 

The  careful  work  of  Morris  et  al  in  Mew  Haven  (Am.  J.  Ob.  Gyn 
96,  804 }    1966)  established  the  basis  for  using  synthetic  estrogens 
as  a  morning  after  pill.   However,  the  work  of  Kuchera,  at  the 
University  of  Michigan  Health  Service,  (J.  Am.  Med.  Assoc.  218,  562,  197U 
published  in  October,  1971,  (one  month  before  the  FDA  warned  all 
U.S.  doctors  not  to  use  DES  during  pregnancy)  drew  national  attention 
to  this  use.   One  thousand  women  of  child  bearing  age  who  were  given 
DES  within  72  hours  of  sexual  exposure  were  reported.   There  were 
no  pregnancies. 

This  latter  fact  is  remarkable , if  not  questionable,  for  several 
reasons. 

1)  Morris  has  reported  several  cases  in  his  series  of  failure  of  the 
pill  to  abort. 

2)  In  a  study  being  conducted  by  Dr.  Joseph  Ilassey  of  the  University 
of  Pennsylvania  (See  11/71  DES  Hearings,  p.  52),  4  of  the  patients 
became  pregnant . 

Although  these  pregnancies  have  been  "explained  away"  by  FDA 
officials  as  due  to  previous  pregnancy  (from  the  month  before) 
or  inadequate  dosage  —  the  fact  remains  that  *J  pregnancies 
occurred  and  thus,  possible  cases  of  vaginal  cancer. 

3)  The  absence  of  stating  "1000  consecutive  cases"  in  the  paper  implies 
that  some  of  the  women  may  have  been,  lost  to  follow-up.   This  would 

not  be  surprising  since  about  1/3  of  the  women  in  the  Massey  study 
(although  they  were  rape  victims)  were  lost  to  follow-up.   It  is  even 
less  surprising  when  considering  more  recent  information  from  women 
at  the  University  of  Michigan,  collected  from  the  women  given  the  pills 
after  Dr.  Kuchera' s  study  was  over.   About  3/^  of  the  69  women  responding 
to  the  survey  were  not  followed  up  at  all. 

It  is  difficult  to  believe  that  there  was  100£  followup  during 
the  study  period  and  only  25%   followup  after.   For  all  these  reasons, 
there  is  considerable  doubt  as  to  the  100/i  effectiveness  touted 
by  Kuchera  for  the  Morning  After  Pill.   Did  some  of  those  who  may 
have  dropped  out  of  the  study  become  pregnant? 

Estimates  are  that  1/50  to  1/25  of  women  given  the  Morning 
After  Pill  are  actually  pregnant.   (Fertil.  Steril.  1:485:^88,  i960) 
Thus ,  if  4  pregnancies  occur  in  a  group  of  500  given  the  pills,  the 
failure  rate  is  much  higher  than  it  might  seem.   Of  the  500,  only 
10  (using  the  1  out  of  50  figure)  \srould  become  pregnant  without  the 
pill.   If  H   get  pregnant  with  the  pill,  the  effectiveness  is  only 
6055. 
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Unless  adequately  warned  about  the  known  carcinogenicity  of 
the  pills  for  the  foetus,  the  women  who  become  pregnant  will 
not  have  the  proper  informed  impetus  to  have  a  therapeutic  abortion. 
That  little  information  is  given  to  them  is  seen  in  the  results 
of  the  survey  at  the  University  of  Michigan. 

Advocates  for  Medical  Information  in  Ann  Arbor,  Michigan, 
conducted  a  survey  of  69  women  who  were  given  the  Morning  After  Pill, 
most  of  them  at  the  University  of  Michigan  Health  Service.   Although 
most  of  the  women  were  warned  that  DES  might  cause  nausea,  only 
five  were  warned  about  a  cancer  hazard  to  their  offspring.   None 
were  informed  of  a  suspected  cancer  hazard  to  themselves. 

Doctors  who  prescribed  DES  asked  only  three  of  the  women  their 
family  medical  histories,  in  spite  of  the  fact  that  a  family  history 
of  genital  or  breast  cancer  is  a  known  contraindication  for  the 
approved  use  of  DES.   Only  four  women  out  of  6H   were  given  pregnancy 
tests  or  questioned  about  possible  pregnancy  from  previous  inter- 
course before  being  given  DES,  although  DES  could  not  end  such 
pregnancies  and  could  cause  cancer  in  the  fetuses.   Only  ten 
women  were  questioned  about  other  personal  exposure  to  estrogens, 
such  as  birth  control  pills. 

Advocates  for  Medical  Information  found  that  most  women  were 
not  informed  that  the  Morning  After  Pill  was  an  unapproved  use. 
Only  seven  women  were  so  informed. 

Over  75/°  of  the  women  given  DES  were  not  followed  up  at  all, 
either  for  short-range  side  effects  or  even  to  see  if  they  had 
become  pregnant. 

This  survey  gives  reason  for  the  concern  that  the  use  of  DES 
as  a  Morning  After  Pill  may  be  becoming  much  less  cautious  (from 
the  standpoint  of  the  doctors  giving  it  out)  than  it  was  when  the 
original  studies  were  done. 

Our  own  limited  investigations  showed  that  prescriptions  for  the 
Morning  After  Pill  are  obtainable  in  Washington  by  phone.   A  doctor 
recommended  by  a  public  pregnancy  counseling  service  agreed  to  prescribe 
it  with  no  questions  whatsoever  about  the  patient,  and  no  warnings 
about  the  risks. 

Most  planned  parenthood  offices  in  Washington,  D.C.  and  other 
U.S.  cities  do  not  give  out  DES  themselves,  since  their  National 
Medical  Department  stated  last  year,   "The  technique  of  post- 
coital contraception  using  stilbestrol  (DES)  or  dienestrol  can  not 
be  considered  to  be  an  appropriate  method  of  contraception." 
However,  personnel  in  the  offices  queried  did  not  know  the  reasons 
for  this  policy,  and  led  us  to  the  same  doctor  mentioned  above. 

What  has  the  PDA  done?   One  year  ago,  at  the  DES  Hearings, 
Dr.  Edwards  stated,  'We  are  including  in  a  forthcoming  drug  bulletin 
a  statement  that  although  the  use  of  DCS  post-coitally  is  fairly 
widespread,  the  PDA  regards  this  use  as  investigational  and  is  currently 
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reviewing  data  to  determine  the  safety  and  efficacy  for  this  use. 


n  H 


When  asked  at  the  same  hearings,  ''Is  there  a  special  urgency 
that  FDA  require  that  all  investigational  work  on  this  drug  be  strictly 
controlled?   Dr.  Zdwards  said,  "Yes,  no  question  about  it." 

Although  there  was  no  question  about  the  special  urgency  for 
FDA  action  in  Jovember  1971,  one  year  and  countless  exposures  later, 
FDA  has  taken  no  action  whatsoever  to  control  the  Morning  After 
Pill. 


This  statement  was  never  included  in  the  drug  bulletin  on  DES. 
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RECOMMENDATIOflS  FOR  ACTIOH 

It  is  clear  from  the  above  that  widespread  and  totally 
uncontrolled  use  of  DES  as  a  morning  after  pill  is  a  serious  problem, 

with  possibly  heavy — although  unknown consequences  for  the  public 

health.   The  drug  industry,  the  FDA5  and  the  doctors  must  act 
to  prevent  this  abuse. 

1.  The  drug  manufacturers  bear  a  major  part  of  the  responsibility 
for  DES  misuse.   Without  the  expense  of  filing  an  IJD,  or  paying 
doctors  and  patients  to  participate,  Lilly  Squibb,  Merck,  Upjohn 
and  others  reap  the  rewards  of  unapproved  uses  of  DES.   Drug 
companies  can  no  longer  wink  an  eye  at  misuse  of  their  products. 

a.  Drug  companies  should  be  urged  to  send  a  "Dear  Doctor'1 
•letter  to  all  physicians  telling  them  that  postcoital  contracep- 
tion is  not  an  approved  use  of  the  drug  because  it  has  not  been 
proven  safe  and  effective  as  required  by  law.   Drug  detail- 
men  should  impress  this  upon  physicians  they  visit.   It  is 

time  for  the  detailmen  to  become  an  agent  of  improving 
national  medical  practice,  not  a  promotion  pusher. 

b.  Drug  companies  should  supply  DES  to  buyers  such  as  University 
Health  Services  and  Planned  Parenthood  (which  are  obviously  not 
using  it  for  the  common  approved  use  in  postmenopausal  women) 
only  when  the  doctors  document  that  they  protect  patients  by 
observing  standards  of  informed  consent  and  strict  experimental 
design. 

2.  FDA  should  forbid  prescribing  DES  for  unapproved  uses  unless 

the  doctor  agrees  to  abide  by  its  rules  of  conduct  for  investigational 
new  drugs.   The  doctor  should  not  be  allowed  to  subject  the  patient 
to  unapproved  drug  uses  unless  involved  in  a  controlled  experiment, 
which  assures  society  that  the  amount  of  information  on  the  drug 
will  increase. 

FDA  should  require  all  DES  labeling  and  advertising  to 
contain  the  warning: 

The  use  -of  DES  as  a  post-coital  pill  is  unapproved  since 
it  has  not  been  proven  safe  and  effective  for  this  purpose. 

3.  Doctors  should  prescribe  the  "xorning  After  pill  only  if  involved 
in  a  study  with  the  protections  the  IiJD  regulations  afford.   Experi- 
ments require  a  six  week  follow-up  to  see  whether  DES  prevented 
pregnancy,  and  continuous  scrutiny  by  the  institution  where  they 

are  conducted.   Doctors  prescribing  the  drugs  should  have  appropriate 
qualifications  to  evaluate  use  of  the  drug.   Complete  records  must  be 
kept.  Provision  must  be  made  for  long-term  follow-up,  since  cancer 
has  a  latency  period  of  10  years  or  more. 
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Before  prescribing  the  pill,  the  doctor  must  determine: 

1.  whether  the  patient's  mother  was  given  DLS  during 
her  pregnancy. 

2.  whether  there  is  a  background  of  chronic  exposure  to 
DES  from  birth  control  pills,  and/or  other  sources. 

3.  whether  the  patient  has  a  history  of  menstrual 
disorders  or  other  indications  of  hormonal  imbalance. 

4 .  whether  there  is  a  family  history  of  genital  or 
breast  cancer. 

5.  whether  the  patient  is  already  pregnant  from  prior 
intercourse. 

6.  whether  the  patient  would  be  willing  and  able  to  have 
an  abortion  should  the  pill  fail  to  work. 

Doctors  must  fully  inform  the  patient  that  the  drug  use  is 
unapproved,  and  fully  Inform  her  of  the  risks.   Doctors  who  often 
see  patients  distraught  with  fear  of  pregnancy  are  reluctant  to  warn 
of  cancer,  because  it  is  never  certain  and  always  decades  away. 
It  is,  however,  no  longer  acceptable  to  avoid  fully  informing  patients 
on  the  basis  that  the  facts  will  uscare''  them  or  "unnecessarily 
worry"  them.   Important  life  decisions  are  involved  with  the  morning- 
after  pill,  decisions  which  can  be  made  not  by  the  doctors  but 
by  the  women  themselves. 
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Dr.  Wolfe.  I  think  the  2  million  figure  bespeaks  the  fact  that  in 
probably  at  least  on  half  if  not  more  college  campuses  it  is  being  given 
out. 

Senator  Kennedy.  Your  belief  is  that  approximately  half  the  col- 
leges  

Dr.  Wolfe.  At  least ;  right. 

Senator  Kennedy.  Do  you  have  some  additional  information  on 
Michigan  ? 

Dr.  Wolfe.  Yes.  We  have  learned  just  in  the  last  couple  weeks 
some  new  information  about  the  University  of  Michigan  study.  I 
think  this  is  important  because  one  of  the  factors  that  was  most  con- 
tributory toward  increasing  the  use  of  the  morning  after  pill  was 
the  paper  that  was  published  in  October  of  1971  on  the  basis  of  sup- 
posedly 1,000  women  who  were  given  the  morning  after  pill  at  the 
University  of  Michigan,  none  of  whom  allegedly  became  pregnant. 

The  NIH  sent  a  team  to  look  at  the  actual  data  from  this  study  and 
has  just  reported  some  of  these  findings. 

First  of  all,  it  was  not  given  out  to  just  1,000  women  consecutively. 
We  suggested  in  our  December  report  on  the  morning  after  pill  that 
something  seemed  a  bit  unusual  about  their  study,  because  since  al- 
most everyone  who  had  used  the  pill  had  stated  a  few  pregnancies 
occurred,  it  seemed  unlikely  in  1,000  cases,  if  they  were  consecutive, 
no  pregnancies  would  have  occurred. 

In  fact,  it  was  given  out  to  1,400  women.  In  addition,  112  of  these 
women  were  lost  to  followup.  On  a  college  campus  it  is  highly  likely 
that  some  of  the  women  lost  to  followup  may  have  become  pregnant ; 
we  do  not  know. 

Eighty-one  of  the  cases  did  not  meet  the  criteria  for  the  study. 

I  think  the  most  important  figure  is  that  six  pregnancies  did  occur. 

This  may  seem  a  low  figure,  six  pregnancies  out  of  1,300  women  given 
the  pill,  but  I  think  that  another  fact  needs  to  be  interjected. 

According  to  statisticians  who  have  looked  at  the  question  as  to  how 
many  women  would  become  pregnant  if  not  given  any  kind  of  protec- 
tion, the  answer  is  that  if  a  woman  had  unprotected  intercourse  and 
did  not  get  the  morning  after  pill,  only  one  in  50  to  one  in  25  would  be- 
come pregnant  anyway. 

In  other  words,  the  range  of  time  during  which  they  actually  give 
the  morning  after  pill  is  such  that  only  one  in  25  would  become  preg- 
nant. 

If  this  is  so,  out  of  1,300  cases,  had  they  not  been  given  the  morning 
after  pill,  only  52  pregnancies  would  have  occurred.  This  means  that 
if  only  52  pregnancies  would  have  occurred  without  the  use  of  the 
pill,  and  in  fact  six  pregnancies  occurred  with  the  use,  the  failure 
rate  for  the  pill  is  approximately  11  percent. 

The  main  point  is  that  it  is  not  100  percent  effective,  and  I  think  the 
myth  of  100  percent  efficacy  which  was  widespread  has  misled  a  lot  of 
institutions  into  giving  out  no  warnings  about  fetal  carcinogenicity. 

If  you  think  it  is  100  percent  effective,  there  is  no  reason  to  inform  a 
woman  she  should  have  an  abortion  if  she  becomes  pregnant.  I  think 
this  information  about  fetal  carcinogenicity  needs  to  be  given  to  every 
potential  user.  Since  the  pill  isn't  100  percent  effective. 

Senator  Kennedy.  Dr.  Edwards  testified  yesterday  that  he  thought 
in  emergency  situations,  it  may  be  jusified  to  use  DES.  Do  you  have 
any  opinions  about  that  ? 
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Dr.  Wolfe.  I  think  first  of  all  it  depends  on  how  yon  define  the  emer- 
gency situation.  Kape  is  a  cruel  situation,  and  as  I  believe  was  men- 
tioned yesterday,  incest,  is  also.  Situations  where  there  is  mental  dis- 
tress are  harder  to  define. 

I  think  that  it  would  be  foolish  to  deny  the  fact  that  any  woman 
who  comes  in  for  the  morning  after  pill  because  she  is  afraid  of  preg- 
nancy is  in  some  condition  of  mental  stress.  I  do  not  think  that  when 
all  is  said  and  done  we  have  really  redefined  its  use. 

I  think  what  is  of  more  concern  are  statements  that  were  made  by 
the  FDA  about  reliance  on  institutional  and  peer  review  to  monitor 
the  use  of  the  pill.  I  think  if  you  look  at  past  experience  the  data,  pre- 
sented by  Ms.  Johnson  at  a  time  when  the  morning  after  pill  is  still 
unapproved,  at  the  way  in  which  it  was  given  out,  and  at  the  way  in 
which  the  institutional  peer  reviews  malfunctioned,  what  do  we  have 
to  look  forward  to  after  it  becomes  approved? 

I  think  it  is  extremely  important  to  note  that  of  all  the  universities 
that  have  dispensed  the  morning  after  pill,  in  the  15  we  report,  and  in 
probably  hundreds  of  others,  not  one  single  university  in  the  entire 
United  States  ever  bothered  to  submit  an  investigation  on  this  all  new 
drug  application  to  the  FDA.  New  use  of  the  drug. 

In  addition,  the  lack  of  uniformity  of  what  a  doctor  had  to  tell  a 
woman — the  head  of  one  university  health  services  said,  "I  don't 
tell  the  doctors  what  to  do.  If  one  of  them  wants  to  tell  a  woman  some- 
thing, that  is  fine.  I  leave  it  up  to  the  doctor." 

It  is  left  up  to  the  individual  doctors,  even  within  the  university 
health  centers. 

I  think  institutional  peer  reviews  are  a  fine  idea,  but  looking  at  the 
health  care  system  in  this  country,  it  has  not  exactly  improved  in 
quality  very  much  just  on  the  basis  of  institutional  peer  review,  and  I 
think  just  as  we  always  insist  that  consumers  always  be  involved  in 
other  aspects  of  improving  health  care,  here  too  it  would  be  appro- 
priate for  college  students  to  be  sitting  in  on  the  panels  of  institutional 
review. 

Under  those  circumstances  I  think  one  might  have  a  better  con- 
trol of  the  use  of  the  morning  after  pill  and  other  drugs  on  college 
campuses. 

Senator  Kennedy.  Is  there  any  present  mechanism  that  you  are  able 
to  determine  to  require  appropriate  followup  at  these  university 
centers  I 

Dr.  Wolfe.  I  think  one  of  the  most  often  cited  statements  by  people 
at  the  FDA  is  that  they  do  not  regulate  doctors;  "We  just  regulate 
drugs."  If  they  really  regulated  drugs  properly,  I  would  be  happy. 

I  think  that  they  frequently  back  off  from  doing  things  which  are 
really  regulating  drugs  under  the  guise  of  saying  would  be  regulating 
doctors. 

What  do  we  mean?  Under  existing  legislation  they  really  cannot 
require  every  single  institution  which  uses  the  morning  after  pill  prior 
to  its  approval  to  file  an  investigational  new  drug  application.  As  the 
FDA  stated  in  a  letter  to  all  American  doctors  last  year,  it  would  be 
nice — to  paraphrase  what  they  said — for  someone  Avho  is  going  to  use 
a  drug  for  a  non-approved  use  to  submit  an  investigational  new  drug 
form,  but  it  is  not  required. 
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For  some  reason  the  law  has  differentiated  between  unapproved 
uses  of  drugs  which  are  approved  for  another  purpose  and  drugs  which 
are  totally  unapproved. 

I  would  submit  that  the  separate  indications  of  a  drug  should  be 
treated  as  separate  drugs. 

For  example,  in  the  case  of  DES,  one  of  the  earliest  uses  involved  a 
woman  past  menopause  who  needed  estrogen  in  small  amounts.  This 
is  an  entirely  different  situation.  The  safety  and  efficacy  considera- 
tions are  entirely  different  than  for  instance,  pregnant  women  who 
were  taking  it  to  prevent  miscarriage,  or  in  this  case  for  women  who 
are  taking  it  as  a  drug  to  prevent  pregnancy. 

So  in  each  case  the  separate  determination  of  safety  and  efficacy 
should  be  made.  By  definition,  when  you  say  a  drug  is  unapproved,  it 
means  they  have  not  determined  its  safety  and  efficacy. 

If  it  is  going  to  be  used  on  a  woman,  in  an  experimental  setting,  a 
number  of  precautions  have  to  be  taken,  both  to  protect  the  woman's 
rights,  namely,  informed  consent,  and  to  protect  her  health,  namely, 
giving  her  adequate  precautions  and  warnings. 

Moreover,  a  mechanism  must  function  to  insure  that  additional 
data  will  be  collected.  Because,  lacking  evidence  of  safety  and  efficacy, 
more  information  needs  to  be  collected  in  an  objective,  scientific  way 
to  determine  eventually  whether  it  should  be  approved  or  disapproved. 

So  I  think  that  any  legislation  which  falls  short  of  treating  separate 
indications  in  a  sense  as  separate  drugs,  requiring  in  every  case  IND's 
for  each  use  (investigational  new  drug  applications)  be  submitted,  and 
determination  of  safety  and  efficacy  to  be  made,  will  continue  to  treat 
college  students,  prisoners  and  poor  people  the  usual  and  constant  sub- 
jects of  human  experimentation — as  guinea  pigs. 

Senator  Kennedy.  Whose  responsibility  is  it  to  be  sure  that  doctors 
are  using  the  drugs  in  an  appropriate  fashion? 

Dr.  Wolfe.  I  think  that  one  mechanism  that  we  have  suggested, 
and  will  submit  with  our  testimony,  is  that  rather  than  depending  on 
a  package  insert  which  may  never  be  seen  by  the  woman,  but  which  at 
best  is  seen  by  her  after  she  has  already  taken  the  medicine — instead 
of  that  require  the  doctor  to  the  FDA  could  with  some  legislative  help 
give  out  a  form  which  listed  all  of  the  informed  consent  conditions  to 
the  woman  at  the  time  that  she  was  considering  possible  use  of  the 
pill. 

Having  read  this  form,  and  having  signed  it,  then  there  would  be 
some  evidence  of  informed  consent.  There  is  no  reason  why  a  panel 
of  doctors  from  FDA  or  other  institutions  could  not  work  out  the 
details  of  the  form  for  each  drug. 

It  is  now  apparent  that  this  has  been  done  on  at  least  some  campuses 
for  the  morning  after  pill  but  why  should  it  be  in  a  random  hap- 
hazard way  ? 

The  same  form  should  be  used  in  every  college  campus.  Every  woman 
should  see  it,  sign  it,  and  make  sure  she  is  aware  of  what  the  condi- 
tions are. 

Senator  Kennedy.  Who  should  do  it?  Is  that  the  Food  and  Drug 
Administration's  responsibility  ? 

Dr.  Wolfe.  I  think  that  they  currently  do  a  very  similar  thing. 
Under  the  current  legislation,  under  existing  legislation  for  totally  un- 
approved drugs,  they  do  require  informed  consent,  and  I  see  no  reason 
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why  this  cannot  be  extended  to  drugs  which  are  approved  for  one  use 
but  unapproved  for  another. 

The  FDA  can  serve  as  the  central  agency  for  monitoring  in  con- 
junction with  university  institutional  and  peer  review  groups. 

Senator  Kennedy.  Do  patients  have  any  recourse,  those  patients 
who  have  received  drugs  for  experimental  use,  other  than  the  mal- 
practice suit  ? 

Dr.  Wolfe.  I  don't  believe  there  is  any  other  recourse,  aside  from 
the  malpractice  suit  which  in  this  case  could  be  directed  at  an  institu- 
tion or  the  individual  practitioner. 

The  whole  malpractice  question  reflects  the  frustrations  of  Ameri- 
can patients.  There  is  no  other  recourse  and,  given  all  of  the  difficulties 
between  doctor  and  patient,  and  excesses  of  therapy,  whether  it  is 
unnecessary  surgery  or  unnecessary  or  inappropriate  utilization  of 
drugs,  medical  malpractice  is  the  one  legitimized  form  of  protest. 

I  think  we  should  have  other  forms  that  are  more  rational  and  that 
attack  the  problem  at  an  earlier  stage. 

Senator  Kennedy.  If  you  have  some  ideas  on  that,  I  would  like  you 
to  submit  them.  They  would  be  welcome. 

The  second  witness  this  morning  is  Dr.  Peter  Greenwald,  the  direc- 
tor of  the  Cancer  Control  Bureau  of  New  York  State.  He  is  also  a 
clinical  assistant  professor  of  medicine  at  the  Albany  Medical  School, 
and  an  assistant  attending  physican  at  the  Albany  Medical  Center 
Hospital.  Dr.  Greenwald  gave  very  effective  testimony  before  this  com- 
mittee last  July  on  DES,  and  it  is  a  pleasure  to  welcome  him  back  here 
again  today. 

STATEMENT   OF  PETER   GREENWALD,   M.D.,   DIRECTOR,   CANCER 
CONTROL  BUREAU,  NEW  YORK  STATE 

Dr.  Greenwald.  I  am  Peter  Greenwald,  M.D.,  a  licensed  physician 
in  New  York  State,  and  Director  of  the  Cancer  Control  Bureau,  New 
York  State  Department  of  Health.  I  was  invited  to  present  our  cur- 
rent data  on  diethylstilbestrol  (DES)  and  human  cancer,  the  pattern 
of  practice  in  New  York  State  with  respect  to  DES  as  a  morning  after 
pill,  and  my  opinion  about  its  use  for  this  purpose.  In  general  I  feel 
that  while  DES  may  be  useful  as  a  morning  after  pill,  present  data  on 
effectiveness  and,  especially,  on  possible  risks  are  inadequate. 

In  the  July  20, 1972,  hearings  of  this  subcommittee,  I  described  nine 
teenage  girls  who  developed  vaginal  cancer  after  their  mothers  took 
DES  or  a  similar  drug  during  pregnancy.  They  were  15  to  19  years 
old  at  diagnosis.  Six  of  these  girls  died  of  advanced  disease. 

A  cause-and-effect  relationship  between  therapeutic  use  of  DES  by 
mothers  and  vaginal  cancers  in  their  daughters  was  demonstrated  by 
comparing  drug  usage  in  these  mothers  to  mothers  of  other  girls  of 
the  same  age  and  place  of  birth,  by  birthdates  of  all  nine  patients  oc- 
curring during  peak  clinical  use  of  DES  to  prevent  miscarriages,  and 
by  the  rather  uniform  microscopic  pattern  of  these  tumors  supporting 
the  possibility  of  common  cause.  The  observations  were  in  keeping  with 
independent  investigations  of  others  and  are  consistent  with  our  bio- 
logic knowledge  of  DES  and  particularly  with  the  fact  that  DES 
can  be  shown  to  produce  cancer  in  a  variety  of  animals. 

"Cause-and-effect  relationship*'  means  that  the  DES  is  a  necessary 
factor  and  the  cancers  will  not  develop  without  it.  There  are  undoubt- 
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edly  additional  factors  affecting  susceptibility  and  resistance,  which 
are  yet  to  be  uncovered. 

Since  the  hearings  of  last  July,  we  have  obtained  suggestive  evidence 
that  daughters  are  at  risk  only  if  their  mothers  start  DES  during  the 
first  three  months  of  pregnancy,  and  that  mothers  whose  children  de- 
veloped vaginal  cancer  received  higher  dosages  than  other  mothers 
who  received  DES  for  the  same  purpose.  This  further  supports  a 
cause-and-effect  relationship. 

The  same  maternal  drug  association  now  has  been  demonstrated  for 
clear-cell  adenocarcinoma  of  the  cervix  as  exists  for  vaginal  cancer. 

Senator  Kennedy.  Let  me  see  if  I  understand  you  correctly.  On  the 
basis  of  your  research,  you  conclude  that  this  drug  has  a  direct  causal 
relationship  in  two  different  types  of  cancer ;  is  that  correct  ? 

Dr.  Greenwald.  Cancer  of  two  different  sites  that  are  anatomically 
next  to  each  other. 

Senator  Kennedy.  So  that  in  addition  to  vaginal  cancer  you  also 
have  clear-cell  adenocarcinoma  ? 

Dr.  Greenwald.  Yes,  a  type  of  cancer  of  the  cervix,  in  daughters 
born  of  mothers  who  have  had  DES. 

Senator  Kennedy.  And  this  is  something  different  from  what  you 
mentioned  to  us  last  July,  as  I  understand  it  ? 

Dr.  Greenwald.  Yes.  Actually  across  the  country  in  the  collabora- 
tive data  that  Herbst  and  his  colleagues  have  been  collecting  I  believe 
about  a  third  of  over  a  hundred  patients  have  the  cervix  cancer  rather 
than  vaginal  cancer. 

In  addition,  we  have  studied  extensively  prenatal  DES  experience 
of  mothers  of  boys  and  girls  with  many  other  types  of  cancer,  and 
thus  far  have  not  found  an  association  of  these  other  tumors  with 
maternal  drug  use. 

In  order  to  gather  information  about  the  pattern  of  use  in  New 
York  State  of  DES  as  a  morning-after  pill,  last  week  we  surveyed 
14  of  the  States'  largest  colleges  and  universities,  14  large  hospitals — 
primarily  those  associated  with  medical  schools,  and  14  planned 
parenthood  organizations,  for  a  total  of  42  institutions. 

This  survey  may  be  biased  toward  those  institutions  most  likely  to 
use  DES  as  a  morning-after  pill.  Contact  was  made  with  knowledge- 
able respondents  in  student  health  services,  directors  of  outpatient 
gynecology  services,  and  directors  of  community  planned-parenthood 
organizations.  Results  are  shown  in  the  appended  table. 

It  can  be  seen  that  12  of  the  42  institutions  now  prescribe  DES  as 
a  morning-after  pill,  and  11  others  refer  to  prescribing  physicians. 
Thus,  about  half  of  the  institutions  prescribe  or  refer  to  physicians 
who  prescribe  DES  as  a  moming-after  pill.  Four  institutions  formerly 
used  DES ;  two  of  these  were  influenced  to  stop  as  a  result  of  the  Food 
and  Drug  Administration  circular  on  DES  and  vaginal  cancer. 

Some  of  the  planned  parenthood  and  other  institutions  have  an 
administrative  directive  against  DES  use. 

Senator  Kennedy.  So,  in  other  words,  their  directive — and  I  have 
a  copy  and  will  include  it  in  the  record — recommends  against  the  use 
of  DES? 

Dr.  Greenwald.  That  is  correct. 

[The  following  was  subsequently  supplied  for  the  record:] 
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MENORAN^'^M 

PLANNED  PARENTHOOD-WORLD  POPULATION 
810  Seventh  Avenue 
New  York,  r^/.York  10019 

TO:       Executive  Directors,  Medical  Directors, 
Chairmen,  Medical  Advisory  Committees 

FROM:     National  Medical  Department       DATE:   November,  1971 

SUBJECT:   STATEMENT  ON  POSTCOITAL  CONTRACEPTION 


The  National  Medical  Committee  continued  its  rev  lev/  of  the 
paper  "Adenocarcinoma  of  the  Vagina".  You  are  aware  that  the  paper 
has  caused  the  FDA  to  review  the  labelling  of  diethylstilbestrol  and 
related  compounds.   The  labelling  changes  will  be  mailed  to  all  phy- 
sicians by  the  FDA  as  part  of  a  "Dear  Doctor"  letter.   In  the  meantime, 
the  National  Medical  Committee  was  concerned  about  the  use  of  diethyl- 
stilbestrol and  related  compounds  as  postcoital  contraceptive  agents. 
As  a  result  of  their  deliberations,  at  the  National  Medical  Committee 
meeting  on  November  17,  1971,  the  statement  on  postcoital  contraception1 
has  been  amended  as  follows:  This  statement  supercedes  Order  #1653/370, 

STATEMENT  ON  POSTCOITAL  CONTRACEPTION 

The  technique  of  postcoital  contraception,  using  particularly  stilbestrol 
and  ethinyl  estradiol  cannot  be  considered  to  be  an  approved  method  of 
contraception.   A  prime  factor  in  this  recommendation  by  the  Medical  Comm- 
ittee is  the  lack  of  FDA  aDproval  of  such  drugs  for  contraception.   Planned  ' 
Parenthood  Affiliates  should  familiarize  themselves  with  some  of  the  avail- 
able literature  on  the  subject.   We  suggest  the  following  references: 

1.  "Postcoital  Oral  Contraception','  Morris  and  Van  Wagenen, 
reprinted  from  t'-.e  Proceedings  of  the  Eighth  International; 
Conference  of  International  Planned  Parenthood  Federation , 
Santiago,  Chile,  April  9-15,  1967. 

2.  "Postcoital  Antifertility  Agents  and  Their  Teratogenic 
Effect",  Morris.   World  Health  Organization ,  Geneva, 
November  11-15,  1958. 

3.  "Postcoital  Contraception  with  Diethylstilbestrol", 
Lucille  K.  Kuchera,  Journal  of  the  American  Medical  Assoc-: 
iation,  October  25,  1971,  Vol  218,  //A,  Pg.  562. 

A.   "Postcoital  Contraception",  C.W.  Emm ens ,  British  Medical 
Bulletin,  Vol.  26,  #1,  Pg.  45-51,  January,  1970. 
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-  2  - 

It  is  apparent  that  this  could  be  a  promising  technique  and  deserves  much 
more  intensive  research  effort.   Therefore,  the  national  Medical  Committee 
recommends  that  further  efforts  be  made  to  t?st  postcoital  contraception 
using  estrogens  other  than  diethylstilbestrol. 

By  complying  with  the  rather  simple  requirements  of  the  FDA,  various  res- 
earch protocols  could  be  developed.   The  National  Medical  Committee  would 
like  to  make  itself  available  on  request  to  assist  with  the  development 
of  adequate  research  protocols. 
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Senator  Kennedy.  Do  any  of  the  organizations  you  refer  to  here 
use  that  drug  ? 

Dr.  Greenwald.  Yes,  about  half  of  the  organizations  use  the  drug, 
but  among 

Senator  Kennedy.  How  many  are  Planned  Parenthood  ? 

Dr.  Greenwald.  It  is  on  the  back  sheet.  Of  the  14  planned  parent- 
hoods,  two  use  the  drug  themselves,  and  five  others  refer  to  places 
who  use  it. 

So  in  total,  half  of  the  14  use  it.  Those  are  not  the  ones  who  told  us 
they  have  a  directive  from  above  in  the  Planned  Parenthood.  The 
other  seven  were  the  ones  that  mentioned  this  directive. 

Data  on  the  number  of  women  treated  are  fragmentary.  Summing 
the  estimates  for  each  institution  yields  a  minimal  estimate  of  450 
women  treated  or  referred  by  the  42  institutions  in  the  past  year.  The 
highest  frequency  of  use  seems  to  be  at  colleges  and  universities.  Dose- 
ages  were  generally  25  to  50  milligrams  of  DES  per  day  for  five  days, 
and  nausea  was  reported  as  a  side  effect  of  the  drug. 

We  could  not  identify  a  single  woman  who,  after  taking  DES,  was 
known  to  become  pregnant  and  have  a  child.  Physicians  using  DES 
felt  it  was  effective  if  administered  correctly.  I  must  emphasize, 
however,  that  frequently  there  is  no  followup  of  treated  women,  and 
we  cannot  be  certain  that  no  births  resulted. 

There  is  a  definite  cancer  risk  to  daughters  born  of  pregnancies  where 
DES  was  taken.  It  seems  likely  that  widespread  use  of  DES  as  a 
morning  after  pill  will  result  in  some  daughters  born  with  this  vaginal 
cancer  risk,  either  because  of  an  excessive  time  lapse  between  concep- 
tion and  DES  prophylaxis,  or  because  of  other  forms  of  treatment 
failure.  Morning  after  pills  with  a  better  likelihood  of  safety  perhaps 
can  be  developed. 

Senator  Kennedy.  We  just  heard  some  testimony  from  Dr.  Wolfe 
about  the  statistics  and  the  University  of  Michigan  Medical  Center, 
that  people  who  were  getting  pregnant  even  with  the  use  of  it. 

As  I  gather  from  what  you  are  saying  here,  you  are  going  to  be  able, 
based  upon  your  derivatives  and  numbers  that  there  will  be  women 
who  will  contract  cancer.  There  will  be  casualties  ? 

Dr.  Greenwald.  We  cannot  say  it  absolutely,  but  I  think  it  seems 
likely  that  some  women  will  become  pregnant,  have  daughters,  and 
that  some  of  those  daughters  may  very  well  get  vaginal  or  cervical 
cancer. 

I  am  not  sure  that  if  it  is  used  exactly  as  originally  described  that 
would  happen,  but  I  do  not  think  it  will  always  be  used  that  way. 

Senator  Kennedy.  Yes. 

Dr.  Greenwald.  It  is  doubtful  if  five  days  of  DES  ingestion  re- 
sults in  an  increased  danger  of  malignancy  to  the  woman  herself. 
On  the  other  hand,  prolonged  use  of  DES  has  been  implicated  as  a 
possible  causative  factor  for  uterus  cancer,  and  estrogens  increase  the 
activity  of  breast  cancer  cells.  DES  as  a  morning  after  pill  most  cer- 
tainly is  not  the  contraceptive  method  of  choice. 

Several  studies  suggest  that  DES  is  effective  as  a  morning  after 
pill.  In  some  cases,  women  may  be  prepared  to  interrupt  their  preg- 
nancies if  DES  does  not  work.  In  my  opinion,  there  have  been  in- 
sufficient comprehensive  and  controlled  scientific  studies  of  risks  as 
well  as  effectiveness  of  DES  as  a  morning  after  pill. 
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Available  data  in  total,  therefore,  do  not  meet  the  high  standards 
that  we  should  be  able  to  expect  in  this  country  before  a  drug  is  widely 
used  for  a  designated  purpose. 

As  a  final  point,  I  want  to  mention  that  there  are  medical  situa- 
tions in  the  treatment  of  cancer  where  DES  is  a  useful  drug  and  its 
benefits  outweigh  its  risks. 

Senator  Kennedy.  We  have  heard  earlier  this  morning  that  DES 
is  being  used  as  a  morning  after  pill  in  a  number  of  different  univer- 
sity medical  centers.  We  have  heard  also  this  morning,  usin<_r  your 
own  figures,  that  about  half  of  the  institutions  in  New  York  that  you 
have  sampled  have  either  been  prescribing  it  themselves  or  referring 
young  women  to  sources  where  they  can  obtain  it. 

You  have  also  testified  as  to  the  casual  relationship  between  the 
use  of  DES  and  the  effect  that  it  can  have  on  female  children  of 
users. 

What  can  we  do  to  prevent  this  kind  of  thing  from  happening  with 
other  drugs? 

Dr.  Greenwald.  I  think  the  first  thing — this  has  happened  quite 
a  number  of  times  in  the  past  few  decades  with  different  drugs— we 
should  do,  rather  than  back  into  the  widespread  usage  of  a  medica- 
tion, is  to  make  sure  it  is  adequately  studied. 

I  think  there  should  be  a  responsibility  here  for  well  controlled, 
scientific  study  to  find  just  what  the  efficacy  is  and  just  what  the  risks 
are.  We  have  not  had  that. 

I  think  we  should  avoid  doing  things  that  will  encourage  wide- 
spread use  during  this  interim  period. 

I  was  a  little  concerned  about  whether  or  not  the  action  of  the 
FDA  would  actually  encourage  wider  use  rather  than  greater  scien- 
tific study. 

Senator  Kennedy.  You  have  been  able  to,  as  a  result  of  your 
studies,  show  that  it  has  caused  two  different  types  of  cancer.  What 
is  the  possibility  that  it  causes  other  kinds  of  cancer?  I  understand 
it  has  an  association  with  cancer  of  the  breast  and  uterine  cancer. 

Dr.  Greenwald.  I  cannot  give  you  a  percentage  figure  because  we 
really  just  do  not  have  that.  We  know  that  in  animals  DES  given  to 
the  animals  themselves,  mainly  rats,  mice  and  hamsters,  can  cause 
cancer  of  many  different  types  of  organs. 

It  can  cause  cancer  of  the  glands  like  the  pituitary  and  the  adrenal, 
the  breast  and  prostate,  and  the  urogenital  system,  the  kidney,  the 
bladder,  ovaries,  and  other  organs. 

So  there  are  a  wide  number  of  animals  that  get  cancer,  but  under 
different  laboratory  manipulations. 

Now,  in  humans  we  know  that  young  women  before  menopause  who 
have  breast  cancer  and  are  treated  with  DES  can  respond  quite  dif- 
ferently. Some  of  them  will  have  an  aggravation  of  their  disease.  It 
seems  to  develop  faster,  so  there  is  a  possible  risk  of  estrogens,  not  only 
DES,  aggravating  breast  cancer. 

This  is  further  supported  by  knowledge  that  removing  the  ovaries 
decreases  estrogens  and  lowers  breast  cancer  risk.  So  all  we  have  is 
some  circumstantial  evidence  that  it  is  conceivable  there  would  be  other 
risks,  but  it  is  not  proven,  and  it  is  also  not  proven  how  DES  varies 
from  normal  estrogens  in  the  body. 

There  are  just  a  lot  of  open  questions. 


218 

Senator  Kennedy.  What  was  your  reaction  to  the  suggestion  yester- 
day by  Dr.  Edwards  that  DES  would  soon  be  permitted  in  emergency 
situations  like  rape? 

Dr.  Greenwald.  My  reaction  was  that  every  woman  who  comes  in, 
most  of  them,  and  says  she  wants  it,  will  consider  it  to  be  an  emergency 
situation  to  her,  so  actually  this  was  an  encouragement  of  widespread 
use. 

I  think  personally  that  it  is  unfortunate  to  take  an  official  action 
that  encourages  widespread  use  when  what  we  should  be  doing  is  tak- 
ing official  action  to  see  that  it  is  well  investigated,  and  that  we  have 
looked  at  all  alternatives. 

Senator  Kennedy.  If  you  had  been  Commissioner  would  you  advo- 
cate that  step  ? 

Dr.  Greenwald.  Yes. 

Senator  Kennedy.  Which  one?  I  am  not  talking  about  followup.  I 
am  talking  about  the  use. 

Dr.  Greenwald.  Oh,  I  would  not  advocate  the  action  that  the  Food 
and  Drug  Administration  took.  I  would  advocate  adequate  studies 
with  followup  perhaps  through  contracts  and  some  thorough  consid- 
eration of  this. 

I  do  not  think  I  would  take  a  step  at  this  point  to  block  DES,  be- 
cause it  has  other  uses,  and  I  think  we  should  find  out  the  risks  at 
this  point,  but  this  can  be  done  rather  quickly  with  well  defined 
investigations. 

I  think  perhaps  the  steps  I  would  take  would  be  more  along  the 
lines  of  warning  what  the  known  risks  are,  rather  than  encourage- 
ment of  use. 

Senator  Kennedy.  Is  it  your  feeling  that  the  steps  taken  by  the 
Food  and  Drug  Administration  to  permit  its  use  in  emergency  situa- 
tions would  mean  there  would  be  more  widespread  use? 

Dr.  Greenwald.  Yes,  I  would  think  it  would  be  interpreted  as  an 
okay  to  go  ahead  and  use  it  whenever  you  want. 

Senator  Kennedy.  And  that  is  good  or  bad  ? 

Dr.  Greenwald.  That  is  bad. 

Senator  Kennedy.  Let  me  pose  a  related  question  with  regard  to 
the  prescription  of  a  drug  for  an  unapproved  use.  A  doctor  can 
prescribe  on  the  basis  of  his  own  judgment  for  an  unapproved  usage; 
as  a  researcher  do  you  think  we  ought  to  let  that  practice  continue  ? 

Dr.  Greenwald.  Yes.  I  think  within  the  present  system  of  medical 
care  that  it  is  not  really  possible  to  affect  that  too  directly.  If  drugs 
can  be  prescribed,  I  just  do  not  see  a  practical  way  to  prevent  it, 
prescribing  it  in  somewhat  different  manner,  so  it  is  a  matter  that 
just  rests  with  the  educational  processes  and  peer  review  which  I 
agree  are  somewhat  inadequate,  but  I  do  not  see  a  practical  way  to 
control  that. 

Senator  Kennedy.  And  what  are  we  going  to  do  about  it  ?  You  told 
us  before  if  FDA  approved  DES  for  emergency  use  there  will  be  a 
wider  use  of  this  type  of  drug,  virtually  a  green  light  toward  it  being 
used  in  many  of  these  medical  centers. 

You  have  some  serious  reservations,  concerns,  and  then  you  come 
•bo  the  conclusion  that  doctors  ought  to  be  able  to  prescribe  in- 
dependently. 
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Dr.  Green wald.  Yes,  I  still  think  there  are  some  things  that  can  be 
done.  I  think  the  first  really — maybe  I  am  biased  toward  research — 
there  are  certain  things  that  we  just  have  to  know,  and  they  are  not  so 
difficult  to  find  out. 

We  have  the  technology.  It  is  just  a  matter  of  information  gather- 
ing. We  have  all  sorts  of  computer  abilities  and  other  types  of  abilities 
to  get  this  information  quickly  so  we  just  need  a  mechanism  for  a 
rapid  evaluation  of  questions  such  as  the  question  of  DES  as  the  morn- 
ing after  pill,  and  methods  for  dispensing  this  information. 

I  think  in  a  concentrated  study  you  could  find  out  within  six  months 
at  that  point  you  might  want  to  take  some  direct  action  to  prevent 
the  use  for  a  purpose  or  not  prevent  it,  but  I  do  not  think  we  have 
enough  facts  at  this  point. 

Senator  Kennedy.  Do  I  gather  from  what  you  said  that  it  ought  to 
be  very  much  controlled  in  terms  of  collecting  data,  using  experi- 
mental drugs  only  in  controlled  settings  ? 

Dr.  Greenwald.  Yes.  That  is  the  time  when  we  need  very  tight 
control  of  who  is  getting  it  and  what  are  its  affects,  and  some  good 
scientific  study  designs. 

Senator  Kennedy.  Thank  you  very  much. 

Our  next  witness  will  be  taken  out  of  order.  Dr.  Donald  Harring- 
ton has  a  plane  to  catch.  He  came  all  the  way  from  California.  His 
testimony  has  been  enormously  valuable  when  he  testified  before  the 
committee  previously. 

He  is  president  of  the  San  Joaquin  Foundation  for  Medical  Care  in 
Stockton,  California.  He  is  accompanied  by  Dr.  Robert  Talley,  the 
association  medical  director  of  the  San  Joaquin  Foundation. 

We  want  to  welcome  you  very  much.  We  think  that  your  experience 
in  San  Joaquin  can  be  terribly  important  and  useful  and  helpful  to 
us  in  this  set  of  hearings. 

I  want  to  express  very  much  our  appreciation  for  your  taking  the 
time  to  join  us. 

STATEMENT  OP  DONALD  HARRINGTON,  M.D.,  MEDICAL  DIRECTOR, 
ACCOMPANIED  BY  ROBERT  TALLEY,  M.D.,  ASSOCIATE  MEDICAL 
DIRECTOR,  SAN  JOAQUIN  FOUNDATION  FOR  MEDICAL  CARE, 
STOCKTON,  CALIF. 

Dr.  Harrington.  Senator  Kennedy  and  members  of  the  Senate 
Health  Subcommittee,  I  am  Donald  C.  Harrington,  M.D.,  a  practicing 
obstetrician  and  gynecologist.  I  am  also  medical  director  of  the  San 
Joaquin  County  Foundation  for  Medical  Care,  and  president  of  the 
American  Association  of  Foundations  for  Medical  Care. 

I  also  serve  on  the  Peer  Review  committee  of  the  American  College 
of  Obstetricians  and  Gynecologists. 

With  me  is  Dr.  Robert  Talley,  a  practicing  gastroenterologist  and 
associate  medical  director  for  the  San  Joaquin  County  in  charge  of 
the  medical  care  program's  drug  review.  Dr.  Talley  serves  on  the 
Community  Service  Committee  of  the  American  College  of  Physicians, 
and  represents  the  College  on  the  Board  of  Trustees  of  the  Commis- 
sion on  Professional  Hospital  Activities. 
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Our  presentation  will  include,  one,  a  brief  background  for  the 
study;  two,  the  body  of  the  testimony  by  Dr.  Talley;  and,  three,  a 
brief  summation  and  description  of  "model  treatment". 

The  San  Joaquin  Foundation  has  been  reviewing  all  providers  ex- 
cept institutions  since  the  inception  of  the  Medicaid  program.  It  has 
functioned  as  an  HMO  for  physicians'  services  over  the  past  five  years, 
and  for  pharmacy  services  for  the  past  three. 

As  an  HMO  it  has  administered  the  program,  done  peer  review, 
gathered  data  and  documentation  that  has  been  essential. 

Our  peer  review  program  is  at  present  basically  a  manual  review 
process  with  computer  backup.  By  these  methods  we  have  been  able 
to  improve  quality  and  decrease  cost. 

These  matters  were  presented  in  much  more  detail  to  the  committee 
last  year. 

Today  our  emphasis  is  on  the  extremely  complicated  matter  of  drug 
review.  This  cannot  be  done  in  a  vacuum,  and  must  perforce  relate  to 
other  services  required  by  the  patient,  particularly  office  visits  and 
injectibles  and  to  the  diagnoses  being  given. 

To  give  you  an  understanding  as  to  the  magnitude  of  the  problem, 
the  following  figures  are  relevant.  In  January  of  1973  for  a  caseload 
of  some  42,000  Medicaid  recipients,  the  following  claims  were  received : 

Hospital  inpatient 1,  000 

Hospital  outpatient 3,  000 

Other  providers 2,  400 

Physician 14, 150 

Pharmacy 34,  500 

The  problems  of  manual  drug  review  is  obvious,  and  the  need  for  a 
total  computerization  is  self-evident. 

Dr.  Talley  will  now  present  the  body  of  our  testimony. 

Dr.  Talley.  In  the  current  national  emphasis  on  the  upgrading  of 
the  quality  of  medicine,  the  San  Joaquin  Foundation  for  Medical  Care 
has  had  a  unique  opportunity  to  study  drug  prescribing  patterns  as 
one  facet  of  improving  both  quality  and  cost  effectiveness  of  health 
care.  The  need  for  research  and  appropriate  controls  in  this  area  is 
readily  apparent  from  data  showing  that  the  number  of  prescriptions 
dispensed  is  rising  at  a  rate  of  6.6  percent  per  year  (1)  and  the  average 
practicing  physician  prescribes  some  pharmacological  agent  for  75 
percent  of  the  patients  he  treats  (2).  Thus,  our  profession  can  justi- 
fiably be  concerned  with  possible  problems  of  drug  dependency,  ad- 
Arerse  drug  reactions  and  costs. 

Senator  Kennedy.  Clearly  you  do  not  believe  there  is  adequate  con- 
trol and  regulation  now  outside  the  San  Joaquin  Foundation. 

Dr.  Talley.  Correct.  There  are  some  other  foundations  that  have 
the  same  program  in  effect. 

It  is  in  light  of  such  considerations  that  the  San  Joaquin  Founda- 
tion for  Medical  Care  has  applied  peer  review  techniques  to  monitor 
drug  prescribing  through  a  multi-disciplinary  approach  using  the 
knowledge  and  skills  of  both  physicians  and  pharmacists.  It  is  the 
purpose  of  this  testimony  to  report  an  overview  of  our  program. 

The  four-county  area  served  by  the  San  Joaquin  Foundation  for 
Medical  Care  (San  Joaquin,  Tuolumne,  Calaveras,  and  Amador)  in- 
cludes 385  physicians,  112  pharmacies,  and  a  population  of  338,000 
patients.  Under  our  foundation  program,  pharmacies  filling  prescrip- 
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tions  for  medicaid  patients  are  reimbursed  through  a  subcontractor, 
Paid  Prescriptions.  As  a  part  of  their  claims  processing,  Paid  Pre- 
scriptions have  developed  a  variety  of  reports  which  permit  detailed 
review  of  drugs  prescribed  and  dispensed. 

Thus,  we  now  have  the  means  of  analyzing  drug  information  which 
has  heretofore  remained  in  physicians'  possession  or  pharmacists' 
records,  with  no  practical  means  of  analyzing  it  on  a  mass  scale. 

Senator  Kennedy.  Let  me  ask  you.  Is  it  your  impression  that  your 
system  could  be  adapted  as  a  national  system  ? 

Dr.  Talley.  I  think  it  could. 

As  a  result,  we  have  been  able  to  study  prescribing  patterns  of  out- 
patient care  for  the  medicaid  population  in  our  area,  and  to  note  the 
impact  of  our  peer  review. 

Peer  review  is  performed  by  the  Drug  Utilization  Eeview  Commit- 
tee (DURC),  whose  task  is  to  analyze  reports  and  identify  problem 
areas.  The  Drug  Utilization  Review  Committee  is  a  joint  endeavor  by 
physicians  and  pharmacists.  The  ability  to  supply  a  knowledgeable 
multidisciplinary  team  with  a  powerful  set  of  information  has  pro- 
vided the  San  Joaquin  Foundation  for  Medical  Care  with  the  capa- 
bility of  identifying  drug  utilization  by  patients,  physicians,  and 
pharmacists.  It  is  our  experience  that  drug  abuse  is  encountered  in  all 
three  areas. 

Senator  Kennedy.  Is  it  your  impression  that  there  is  no  national  sys- 
tem doing  what  you  are  doing? 

Dr.  Talley.  I  know  of  no  national  program  in  the  Nation  similar 
to  this  one. 

Senator  Kennedy.  Thank  you. 

Dr.  Talley.  Our  multidisciplinary  system  is  based  on  three  sep- 
arate but  interrelated  ideas :  documentation,  communication,  and  edu- 
cation. In  our  experience,  documentation  is  solely  an  administrative 
function ;  communication  utilizes  a  combination  of  administrative  and 
professional  techniques  while  education,  when  it  occurs,  is  motivated 
by  the  force  of  peer  persuasion. 

Let  us  state  unequivocally  our  belief  that'peer  review  cannot  occur 
without  adequate  documentation,  and  that  the  most  sophisticated  and 
elaborate  administrative  system  is  of  little  value  if  it  is  not  backed  by 
solid  professional  participation  and  support. 

Every  2  weeks,  while  processing  the  drug  claims  for  payment, 
the  computer  automatically  furnishes  the  following  reports : 

1.  Duplicate  payment  report. 

2.  Refill  control  report. 

3.  Appropriate  quantity  report. 

4a.  Physician,  pharmacist,  and  drug  profiles  listed  by  therapeutic 
class. 

b.  Area  drug  profile  listed  by  therapeutic  class. 

5.  Exceptional  patient  report. 

The  following  are  brief  descriptions  of  the  types  of  reports  provided 
to  the  Drug  Utilization  Review  Committee : 

The  duplicate  claim  report  lists  by  pharmacy  order,  any  claim  for 
a  prescription  for  the  same  drug  prescribed  by  the  same  physician, 
dispensed  by  the  same  pharmacist,  on  the  same  date,  for  the  same 
patient.  The  reviewers  challenge  the  pharmacist  by  furnishing  him 


93-999   O  -  73  -  pt.    1  --  15 


222 

copies  of  the  original  prescription,  the  date  it  was  paid,  the  check 
number,  and  a  copy  of  his  duplicate  claim. 

If  the  pharmacist  cannot  validate  the  duplicate  claim,  payment  is 
denied.  If  the  duplicate  claim  is  due  to  a  billing  error  or  accidental 
loss  of  the  medication  by  the  patient,  the  duplicate  claim  is  given  an 
over- ride  code  and  processed  for  payment. 

When  this  program  was  begun,  we  discovered  that  10.4  percent  of 
claims  were  duplicates. 

Senator  Kennedy.  What  do  you  mean  by  duplicates  ? 

Dr.  Talley.  Patient  prescription  duplicates.  The  pharmacy  makes 
a  claim  for  remuneration  for  it,  and  if  the  mechanism  is  not  fast 
enough,  as  they  are  in  many  systems  that  pay  for  this  third  party  type 
thing,  the  pharmacist  who  is  working  on  a  different  capital  basis 
resubmits  a  billing,  and  we  found  that  10.4  percent  the  first  month 
were  duplicates. 

After  7  months  it  was  down  to  .4  of  1  percent,  which  is  a  hundred- 
fold decrease. 

Senator  Kennedy.  What  happens  ?  Did  you  find  out  what  percent 
of  those  were  paid  ? 

Dr.  Talley.  Under  our  program  none  of  those.  I  do  not  know  what 
has  happened  before.  I  have  no  way  of  knowing.  This  is  part  of  the 
third  party  pay  program.  If  they  do  not  have  this  kind  of  check,  I 
would  imagine  they  are  paying  it. 

After  the  review  program  had  been  in  operation  for  seven  months, 
the  duplication  rate  was  down  to  1.4  per  cent.  If  the  San  Joaquin 
experience  is  typical,  the  national  implication  for  this  finding  is  very 
substantial. 

Senator  Kennedy.  You  are  moving  through  rapidly.  There  is  a 
lot  of  meat  in  this  testimony,  as  you  well  understand  we  are  indeed 
appreciative  of  it.  We  want  to  hear  it  all. 

You  say,  "if  the  San  Joaquin  experience  is  typical,  the  national 
implications  for  this  finding  is  very  substantial." 

Would  you  elaborate  a  little  bit  on  that  ? 

Dr.  Talley.  As  you  well  know,  I  wrote  another  paper  that  was 
given  in  Sea  Island,  Georgia,  and  this  is  cut  down  from  45  minutes 
to  10,  so  I  cannot  tell  you  everything  I  did  before. 

Senator  Kennedy.  We  are  going  to  put  that  in  the  record. 

Dr.  Talley.  Fine. 

[The  following  was  subsequently  supplied  for  the  record:] 
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DRUG  UTILIZATION  AND  PEER  REVIEW 
IN  SAN  JOAQUIN 


by 

Robert^B.  Talley,  M^D.,  F.A.C.P. 
Marc  F.    Laventurier,   B.S.   Pharm.,   F.A.C.A. 


Robert  B.  Talley  is  the  Associate  Medical  Director  of  the  San  Joaquin  Foun-' 
dation  for  Medical,  Care  and  in  the  practice  of  Internal  Medicine  and  Gastro- 
enterology in  Stockton/'California. 

Marc  Laventurier  is  Vice  President  of  Professional  Services  for  PAID  Pre- 
scriptions, San  Mateo,   California,  and  Secretary  of  the  San  Joaquin  Drug 
Utilization  Review  Committee. 


Presented  before  the  American  Association  of  Foundations  for  Medical  Care 
In  Sea  Island,  Georgia,  on  August  28  ,  1  972. 

Requests  for  reprints  should  be  addressed  to  San  Joaquin  Foundation  for 
Medical  Care,    Stockton,   California. 
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The  delivery  of  health  care  has  become  the  primary  objective  for  the 
health  professions  in  the  1970's;  to  achieve  this  objective  we  must  assume 
the  responsibility  to  deliver  quality  care  at  an  equitable  and  predictable  cost. 
The  participation  of  health  professionals  in  public  assistance  programs  has 
given  them  an  opportunity  to  affect  the  development  of  multidisciplinary 
systems  designed  to  Improve  patient  care  at  each  point  of  service.    We 
currently  participate  in  such  a  multidisciplinary  program,  and  we  believe 
that  we  can  demonstrate  its  effectiveness  as  a  peer  review  organization.   . 

The  recent  shift  in  health  care  toward  more  comprehensive  programs 
of  coverage  has  forced  health  professionals  to  re-evaluate  their  standards 
of  practice  within  each  locality;  in  essence  each  well  organized  system  of 
health  care  delivery  creates  its  own  profile  of  utilization  whether  it  involves 
physician,  pharmacy,  or  hospital  services.     By  studying  these  profiles  and 
documenting  unusual  cases,  professionals  can  engage  in  an  activity  which  is 
designed  to  "improve  the  health  of  the  community.    This  process  is  called 
"Peer  Review"  and  might  be  defined  as  the  study  of  data  by  health  profes- 
sionals who  investigate  utilization  patterns  and  communicate  those  results 
and  recommendations  to  their  peers  with  the  view  of  sharing  valuable  infor- 
mation about  the  health  status  of  the  community  or  individual  patients. 
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Since  1968  the  San  Joaquin  Foundation  for  Medical  Care  has  admini- 
stered the  State  Medicaid  program  for  medical  care  for  Title  XIX  patients. 
The  region  covered  by  the  San  Joaquin  Foundation  for  Medical  Care  consists 
of  four  counties  in  Northern  California  and  can  be  considered  a  microcosm 
of  many  regions  in  the  United  States.     It  consists  of  three  rural  mountain 
counties  and  an  urban  center,   Stockton,  in  the  largely  agricultural  county 
of  San  Joaquin.    The  total  population  of  the  four  counties  is  over  338,000. 
The  census  of  practicing  physicians  is  385  and  the  number  of  pharmacies 
112.    The  Medi-Cal  patient  population  varies  in  number  from  48,000  to  51,000. 


Amador 

Tuolumne 

Calaveras 


San  Joaquin  Foundation 

for  Medical  Care 
Medical  Program 

population  338,000 
pharmacies  112 
physicians  385 
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The  distribution  of  patients  in  the  various  aid  categories  is  approxi- 
mately as  follows: 

Aid  to  Families  with  Dependent  Children  -  69.5% 
Old  Age  Security  -  19.5% 
Aid  to  the  Totally  Disabled  -  10.2% 
Aid  to  the  Blind  -  0.8% 
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Today  drugs  are  an  intrinsic  part  of  medical  treatment  and  disease 
management.     It  is  estimated  that  the  average  practicing  physician  prescribes 


some  pharmacological  agent  for  75%  of  the  patients  he  treats. 

(2) 
gram  84%  received  some  medication. 
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In  our  pro- 
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When  a  physician  in  the  community  determines  that  a  medication  is 
indicated,  the  traditional  pattern  of  drug  distribution  occurs  as  illustrated 
irt' the  top  of  the  diagram. 


Community 


[Paid  Prescriptions  \^ 


DURC  : 
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.  Systems 


The  physician  writes  a  prescription  which  the  patient  takes  to  a  local  pharma- 
cist who  dispenses  the  drug,  and  the  patient  takes  the  medication  home.     Up 
to  now,  it  has  been  almost  impossible  to  capture  accurate  data  on  the  patterns 
of  drug  use  by  ambulatory  patients  who  receive  treatment  from  private  prac- 
titioners because  the  information  lies  buried  either  in  the  physicians'  or 
pharmacists'  records. 
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In  our  administration  of  this  model  peer  review  drug  program  the 
data  regarding  this  transaction  is  listed  in  a  form  suitable  for  capture  by 
electronic  data  processing  techniques  on  the  drug  claim  (MO- 175).    The 
pharmacist  submits  his  accumulated  MC-175's  to  PAID  Prescriptions  who 
subcontracted  the  administration  of  the  Medi-Cal  Drug  Program  from  the 
San  Joaquin  Foundation  for  Medical  Care  in  August  of  1970.     PAID  is  re- 
quired to  act  as  a  fiscal  intermediary  and  pay  the  drug  claims  to  the  phar- 
macists as  well  as  to  implement  the  formation  of  this  multidisciplinary  drug 
utilization  review  committee.    Peer  review  in  pharmacy  is  difficult  to 
administer  because  of  the  customary  way  drugs  are  distributed  in  a 
community.     For  the  protection  of  the  patient,  there  has  beeri  arTPusTorical 
division  of  labor  between  the  physician's  prescribing  function  and  the  phar- 
macist.' s  dispensing  role.    This  separation  of  service  has  offered  us  the 
chance  to  test  the  validity  of  a  premise  that  given  an  opportunity  two  different 
groups  of  health  professionals  could  retain  their  independence  yet  participate 
in  a  model  drug  delivery  system  involving  peer  review  within  the  Foundation's 
structure. 

PAID  has  retained  a  computer  organization,  Health  Application  Systems, 
to*process  drug  claims.    While  processing  the  drug  claims  for  payment,  all 
the  pertinent  information  about  the  prescription  and  the  patient  is  tabulated 
and  a  series  of  reports  is  generated  in  a  form  suitable  for  review  by  the 
appropriate  professional  committee,  in  this  instance  the  Drug  Utilization 
Review  Committee  orD.U.R.C.    This  system  gave  the  San  Joaquin  Foundation 
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for  Medical  Care  the  capability  of  developing  a  unique  drug  review  mechanism 
which  is  used  to  identify  drug  abuses  by  patients,  physicians,  or  pharmacists. 

Our  multidisciplinary  system  is  based  on  three  separate  but  interrelated 
ideas:     documentation,  communication,  and  education.     In  our  experience 
documentation  is  solely  an  administrative  function;  communication  utilizes 
a  combination  of  administrative  and  professional  techniques  while  education, 
when  it  occurs,   is  motivated  by  the  force  of  peer  persuasion.     Let  us  state 
unequivocally  our  belief  that  peer  review  cannot  occur  without  adequate  docu- 
mentation and  that  the  most  sophisticated  and  elaborate    administrative  system 
is  of  little  value  if  it  is  not  backed  by  solid  professional  participation  and 
support.    Any  efficient  drug  review  system  must  routinely  and  automatically 
furnish  accurate  reports  that  give  complete  documentation  so  peer  review  can 
occur  and  concern  itself  with  the  inter-  and  intra-professional  communication 
and  educational  components  of  the  process. 

Every  two  weeks,  while  processing  the  drug  claims  for  payment,  the 
computer  automatically  furnishes  the  following  reports: 

1.  A  duplicate  payment  report 

2.  A  refill  control  report 

3.  An  appropriate  quantity  report 

4.  Physician,  pharmacist,  and  drug  profiles  listed  by 
therapeutic  class 

5.  An  area  drug  profile  listed  by  therapeutic  class 
.  6.  An  exceptional  patient  report 
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These  reports  are  subjected  to  professional  review  by  staff  pharmacists. 
The  duplicate  claim  report  lists  by  pharmacy  order  any  claim  for  a 
prescription  for  the  same  drug  prescribed  by  the  same  physician  dispensed 
by  the  same  pharmacist  on  the  same  date  for  the  same  patient.    The  re- 
viewers challenge  the  pharmacist  by  furnishing,  him  copies  of  the  original 
prescription,  the  date  it  was  paid,  and  the  check  number  as  well  as  a  copy 
of  his  duplicate  claim.    If  Jhe  pharmacist  cannot  validate  the  duplicate  claim, 
payment  is  denied.     For  example,  if  the  duplicate  claim  is  due  to  a  billing 
error  or  accidental  loss  of  the  medication  by  the  patient,  the  duplicate  claim 
ts  given  an  over-ride  code  and  processed  for  payment.    When  this  program 
was  initially  instituted,  this  review  saved  the  program  approximately  "T0%; 
since  then  the  rate  of  duplicate  claims  has  decreased  to  less  than  0. 1%. 


PAID  PRESCRIPTIONS 
RUN  DATEs  APRIL  14,   1972 


DUPLICATE   PAYMENTS 


PACE  NO. 

I 


RECIP'T 

DRUG  NAME 

PH'CT 

M.D. 

RX  NO. 

QTY 

DAYS' 

BILLED 

PAID 

CODE 

NAME 

SUPP 

A 

LANOXIN  0.  25  MC 

A.  1 

A-1S 

11 U 748 

30 

30 

$2.60 

$2.37 

DUPLICATE 

.     A 

LANOXIN  0.  25  MC 

A.I 

A-1S 

111.748 

30 

30 

$2.60 

$2.37 

DUPLICATE 

B 

TETRACYCLINE  250  MC 

A-2 

A-2S 

100-730 

36 

• 

$3.70 

$3.30 

PAID  17425 

B 

TETRACYCLINE  250  MC 

A-2 

A-25 

100-730 

'36 

• 

$3.70 

$3.30 

DUPE.  DENIED 

Duplicate    ■    itMt    Recipient,    Data,    Pharmacy,    M.D.,    Druf. 
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The  refill  control  report  is  designed  to  check  the  elapsed  time  between 
refills  according  to  the  days'  supply  of  medication.     It  also  differentiates 
between  in-patients  and  ambulatory  patients  as  there  are  some  quantity 
formulary  restrictions  imposed  on  patients  in  nursing  homes.    The  reviewer 
challenges  any  prescription  which  in  his  judgment  is  refilled  too  soon 
according  to  the  physician's  directions.     If  the  pharmacist  can  document  an 
authorized  dosage  change  Or  any  other  valid  reason,  the  claim  is  passed  for 
payment;  otherwise  payment  is  automatically  denied. 


I 

MD  PRESCRIPTIONS                                                   PRESCRIPTION  REFILL  CONTROL                                                                       PACPNn 
UN  DATE:  APRIL  14.   1972                                                                                                                                                                                                                    ™Ul"D' 

ECIP'T               DRUG  NAME'  PH'CY        M.D.  '  RX  NO.  DATE  DAYS          DAYS'  MIN          IN-        QTY          NOTES 

<AME  BETW         SUPP  QTY         "PAT      • 

REFILL 

A                         MELLARIL  25  MG  A-l               A-15  583-566  01-01-72  25                              .      Y          100     P.ld  #2647 

A                         MELLARIL  25  MC  A-l               A-IS  583-566  04-14-72  103                25  30                 Y       .100      Pended  i,  P....d 

B                         DONNATAL  A-2              A-25  189-396  03-08-72  "     30 "                             "  T*     "l20   "plid"l3124" 

B                         DONNATAL  A-2              A-25  190-552  04-01-72  24                30  30                 Y          120      Too  E.rly 

C                        MELLARIL25MC  A-3              A-35  128-503  03-14-72  "     30  "                             "V     "  120  *  plld"#3149* 

C                        MELLARIL  25  MC  A-3              A-35  129-794  04-01-72  18               30  30                 Y          120      lnc«,..d  Do.. 

.  1c  Paa«d 
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The  inappropriate  quantity  report  lists  various  drugs  which  fall  outside 
certain  criteria  which  were  set  as  being  either  too  large  or  too  small  quan- 
tities based  on  current  pharmacological  knowledge.     For  example,  if  we 
set  an  arbitrary  low  figure  of  39  doses  per  Rx  for  Gantrisin  and  a  high  figure 
of  101  doses,  the  professional  reviewer  has  an  opportunity  to  examine  all 
prescriptions  which  fall  outside  the  accepted  range  (39  to  1    and  101  to  infinity). 
This  report  is  a  valuable  tool  to  reveal  instances  of  prescription  splitting, 
too  frequent  renewals  of  chronic  medication,  short  counts,  billings  for  pre- 
scriptions not  dispensed,  and  "loading"  patients  prior  to  a  program  change. 


PAID  PRESCRIPTIONS                                                     RX   CLAIMS    EXCEPTION    REPORT 
RUN  DATE:  APRIL  14.  1972                                                INAPPROPRIATE    QUANTITIES 

RECIPIENT       DATE  OF        DRUG  NAME                                 PH'CY     M.  D.        RX  NO.         QTY       DAYS' 
SERVICE              '                                                                                                                                 SUPPLY 

BILLED 

PAID 

PAGE  NOS. 
3.5.7.42 

(SUMMARY) 
CODE 

A 

04-06-72 

GANTRISIN  0.  5  CM       - 

A-l 

A.  15 

456.289 

360 

90 

$11.85 

$10.05 

HIGH 

B 

04-06-72 

GANTRISIN  0.  5  GM 

A-2 

A-25 

134-297 

36 

4 

$ 

3.25' 

$ 

3.05 

LOW 

c 

04-06-72 

GANTRISIN  0.  5  GM 

A.  3 

A.  35 

974-995 

160 

60 

$ 

4.10 

$ 

4.10 

HIGH 

D 

04-06.72 

SULF1SOX.   0.  5  GM 

A-4 

A-45 

200-223 

32 

4 

$ 

3.15 

$ 

3.00 

LOW 

Note: 

Average  numbe 

r  of  doaea  per  RX  *  69  ©  $3.93 

E 

04-06-72 

PEN  G  250  MG 

A-5 

A-55 

131-377 

100 

8 

$ 

4.80 

$ 

4.80 

HIGH 

r-i 

04-06-72 

PEN  G  250  MG 

A.6 

A.6S 

114.224 

200 

10 

$ 

5.70 

$ 

5.70 

HIGH 

r-z 

04-06.72 

PEN  G  250  MG 

A-6 

A-65 

114-225 

200 

10 

$ 

5.70 

5 

5.70 

HIGH 

Note: 

Average  numbe 

r  of  doaea  per  RX  >  28  @  $2.  84 

C 

04-06-72 

TETRACYCLINE  250  MG 

A-7 

A-75 

336-394 

10 

3 

$ 

2.60 

$ 

2.60 

LOW 

H 

04-06-72 

TETRACYCLINE  250  MG 

A-8 

.A.  85 

131-158 

8 

2 

$ 

2.70 

S 

2.05 

LOW 

I 

04-06.72 

TETRACYCLINE  250  MG 

A- 9 

A-9S- 

138-346 

63 

7 

$ 

3.15. 

$ 

3.15 

HIGH 

Note: 

Average  numbe 

r  of  doaea  per  RX  •  28  @  $1 

.23 

a 

J 

04.06-72 

DIGOXIN  0.  25  MG 

A.10 

A-105 

589-108 

8 

30 

$ 

2.40 

$ 

1.85 

LOW 
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The  therapeutic  class  profile  is  one  of  the  most  useful  monitors  of 
current  drug  use.    All  drugs  dispensed  in  the  San  Joaquin  program  are 
recorded  according  to  99  therapeutic  categories  and  by  individual  drug  for 
each  pharmacy,  physician,  and  patient  on  a  bi-monthly  basis.    These  pro- 
files of  drug  utilization  for  each  therapeutic  class  are  a  valuable  measurement 
of  drug  use  and  an  indicator  of  possible  inappropriate  prescribing,  dispensing, 
and  drug  taking.     It  has  been  found  that  given  a  long  enough  period  of  time 
and  enough  accumulated  data,  on  the  average,  each  pharmacy  will  have  a 
similar  percentage  activity  In  each  therapeutic  class  of  drug.    This  should  be 
self-evident  since  patients  are  all  subject  to  similar  diseases  treated  by  similar 
therapeutic  procedures  dictated  by  local  custom.    We  monitor  the  therapeutic 


PAID  PRESCRIPTIONS 
RUN  DATE:  APRIL  14.  1972 


THERAPEUTIC    CLASS    PROFILE 
DRUG   ANALYSIS 


PACE  NO. 

00044 


THERAPEUTIC  CLASSES      01  04  07  II  14  16  21  22  40  46  47  48  74  79  87 

PERCENT  OF  RX/TCP  2.40       2.50      6.40      L10       4.80      5.30      6.20      4.30      7.50       S.J0      2.00       1.20      2.60      7.90       1.20 


PAID  PRESCRIPTIONS      . 
/      RUN  DATEi  APRIL  14.  1972 


PHYSICIAN    PROFILE 
TYPEi"PHYSICIAN   ABUSE" 


PACE  NO. 
0052 


PHYSICIAN  NAMEs  K.  W.  L. 


LICENSE  NO.   OOOA 1000     SPECIALTYi  C.  P. 


THERAPEUTIC  CLASSES 

01 

04 

W           11            14           16           21           22 

4.50      .60        4.20       12.00      2.00     7.40 

COMPARE  THIS  PHYSICIAN'S  PR 
•      TO  THERAPEUTIC  CLASS  PROFILE 

16.50     15.00    4.20 

OFILE 
SUMMARY! 

.90 

.50 

7.30 

.10 

THERAPEUTIC  CLASSES 

01 

04 

W           11            14           16           21           22 

7.50       5.80      2.00 

1.20 

2.60 

7.90 

1.20 

234 

class  profile  (TCP)  for  each  physician  and  pharmacy  compared  to  the  area 
TCP.    Any  gross  deviations  from  the  area  TCP  offers  the  reviewers  an 
opportunity  to  evaluate  individual  practices  and  respond  where  indicated. 


PAID  PRESCRIPTIONS 
RUN  DATE:  APRIL,  14,  1971 


PHYSICIAN    PROFILE 
TTPEi"PHYSICIAN   ABUSE" 


PACE  NO. 

0004S 


PHYSICIAN  NAME:  K.  W.  L. 


DESCRIPTION 
OF  DRUG 


40  "NARCOTIC  ANALGESICS** 

CODASA  30  MG 

EMPIRIN  12 

ASA  t  COD  15  MG 

APC  WITH  COD  30  MG 

ANACESE   1  CR 

CODEINE  SULF.    15  MG 

CODEINE  PHOS.    30  MG 

PERCODAN    FULLS 


MARCH    TO   APRILI972 

NO.   OF 

NO. 

OF 

AMT 

AVER          AVER 

CASES 

RX'S 

PAID 

QTY             AMT 

3 

3 

$   11.40 

35           $3.eo 

0 

0 

$       .00 

0              $   .00 

4 

4 

$  12.60 

48              $3.15 

59 

60 

$291.10 

76              $4.85 

4 

4 

$  32.70 

88             $8.17 

0 

0 

$       .00 

0             $  .00 

0 

0 

$       .00 

0             $  .00 

2 

z 

$     7.40 

25             $3. 70 

LICENSE  NO.  OOOAtOOO     SPECIALTY!  G.  P. 


...   -YEAR    TO    DATE 

OCTOBER    1971    TO   APRIL    1972 


NO.  OF  ~NCT.-OT- AMT. 

CASES  RX'S  PAID 


_AVER 
QTY 


6 

3 

20 

331 

19 

1 

1 

9 


AVER 
AMT 


6 

$ 

22 

31 

$3.61 

3 

$ 

10 

71 

$3.40 

22 

$ 

72 

44 

$3.2*7 

190 

$2 

762 

61 

$4.68 

38 

$ 

332 

86 

$8.74 

1 

$ 

2 

6 

$2.45 

1 

$ 

3 

24 

$3.15 

20 

$ 

80 

27 

$4.00 

A  LL  NARCOTIC  ANALGESIC 


$355.20 


$4.86 


681 


$3,284 


$4.82 
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UD  PRESCRIPTIONS 

}H  DATE:  APRIL  14.   1972 


PHYSICIAN   PROFILE 
TYPEi"PHYSICIAN   ABUSE" 


PACE  NO. 

0046 


PHYSICIAN  NAME  i  K.  W.  LT 


LICENSE  NO.   0OOAIO0O      SPECIALTYi  C.  P. 


I.......    CURRENT-   - 

MARCH    TO   APRIL 


.   -  -  -  -YEAR    TO    DATE 

OCTOBER    1 97 1    TO    APRIL    1972 


DESCRIPTION 
OF  DRUG 


NO.  OF     NO.  OF     AMT 
CASES        RX'S         PAID 


AVER 
QTY 


AVER 
AMT      ' 


NO.  OF 
CASES 


NO.  OF 
RX'S 


AMT 
PAID 


AVER 
QTY 


AVER 
AMT 


"SEDATIVE  BARBS** 


'  JTICAPS  I  5  MG 
JTICAPS  30  MG  •  ; 

PTICAPS  50  MG 
CMBUTAL  CAPS  100  MG 

-fEN'OBARB  15  MG 

(ENODARB  30  MG 

IENOBARB  60  MG 

1ENODAKB  100  MP 

1ENODARB  LIQ  20  MO  5C 
XONAL50MG 
XONAL  100  MO 
XONAL  3  CH 
JINAL  100  MG 
JINAL  200  MG 

:etylcardromal  se 


0 

0 

1 

i 

2 

2 

10 

10 

0 

0 

17 

17 

4 

4 

0 

0 

0 

0 

1 

1 

11 

II 

0 

0 

0 

0 

I 

I 

0 

0 

$'.00 

0 

$  S.25 

100 

$11.05 

110 

$24.90 

30 

$  .00 

0 

$43.30 

114 

$10.70 

100 

$  \.00 

C 

$  .0U 

0 

$  2.75 

30 

$29.85 

3.0 

$  .00 

0 

$  .00 

0 

$  3.35 

30 

$  .00 

0 

$  .00 

$5.25 
$5.52 
$2.49 
$  .00 
$2.54 
$2.67 
$  .00 
$  .00 
$2.75 
$2.71 
$  .00 
$  .00 
$3.35 
$  .00 


90 


— $  w^~ 

—  120 

$4.95 

21 

$  96. 

101 

$4.55 

17 

.$  88. 

103   . 

.   $5.14 

154 

>$427. 

32 

$2.77 

IS 

$  32. 

96 

$2.46 

213 

$563. 

104 

$2.64 

19 

$  51. 

97 

$2.69 

4 

$  10. 

30 

$2.51 

i 

*  1'. 

108 

$1.'5 

2 

$  6. 

30 

$2.75 

158 

4441. 

30 

$2.78 

1 

$  3. 

30 

$2.  es 

I 

$  3. 

24 

$2.90 

u 

$  35. 

28 

$3.14 

1 

$  7. 

too 

$6.80 

LL  SEDATIVE  BARBS 


47 


$131.15 


$2.79 


622 


$1,782 


$2.86 


236 

The  exceptional  patient  report  is  an  automatic  claim  review  mechanism 
which  furnishes  examples  of  possible  abuses  which  might  be  patient-,   pharma- 
cy-, drug-,  or  physician-oriented.     An  individual  patient  profile  is  furnished 
automatically       if  the  drug  utilization  falls  within  certain  parameters.    Any 
patient  who  receives  twelve  or  more  prescriptions,  or  over  $30.00  in  prescrip- 
tions in  a  30-day  period,  any  patient  who  receives  the  same  drug  from  two 
pharmacists  on  the  same  date,  any  patient  who  receives  services  from  four 
or  more  pharmacists  in  a  30-day  period,  and  any  patient  who  receives  more 
than  four  prescriptions  in  one  therapeutic  category  will  appear  on  this  excep- 
tional patient  profile.    The  exceptional  patient  profiles  are  furnished  to  the 
Drug  Utilization  Review  Committee  members  for  r e vi ew  a7id~tFTey~decid e  if 
they  are  legitimate  profiles  of  patients  requiring  much  pharmaceutical 
support  or  if  they  are  indications  of  patient-oriented  abuses  of  recipients 
shopping  for  physician  and  pharmacist  services  to  procure  desired  drugs. 
They  also  check  for  physician-oriented  abuses  which  usually  involve  poor 
control  of  therapy  through  the  prescribing  of  too  many  drugs  in  the  same 
therapeutic  category,  drugs  which  interact,  or  too  many  drugs  for  too 
large  a  cost.        The  pharmacist-oriented  abuses  usually  consist  of  duplicate 
billings  and  too  frequent  renewals  for  small  or  large  quantities  without 
proper  authorizations. 


13 
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PAID  PRESCRIPTIONS 
IlUN  DATE:  APRIL  14,  1972 

PATIENT    PROFILE 
TYPEf"PATlENT    ABUSE- 

PACE  NO. 

2704 

IO.   00039              NAME: 

(TIC             DATE  OF 
SERVICE 

THOMAS  S. 

DRUG  h 
STRENCTH 

PRICE 

SHOPPER  40 

THERAPEl 
CLASS 

PH'CT 

M.D. 

IN 
PATIENT 

RX  NO. 

QUANTITY 

DAYS' 
SUPPLY 

1r.: 

A 

v  JAN  26-72 

XVL> 

'APR  7-72 

CONDOMS 
CONDOMS 

B 

B 

B 
B 

NO 
NO 

66-684 
75-038 

144 
144 

30 
30 

A 

MAY  4-72 

CONDOMS 

B 

B 

NO 

75-729 

H< 

30 

46 

JAN  4-72 

NEMBUTAL  100  MC 

A 

A 

NO 

72-242 

46 

JAN  17-72 

NEMBUTAL  100  MG 

D 

A 

NO 

45-636 

30 

20 

46 

JAN  31-72 

NEMBUTAL  100  MG 

A 

A 

NO 

72-742 

30 

1$ 

.46 

-FEB  8-72 

NEMBUTAL  100  MG 

D 

O 

NO 

47-198 

30 

30 

M7A1U  > 

46                     'APR  7-72 

NEMBUTAL  100  MG 

A 

A 

NO 

75-036 

30 

30 

46 

APR  28-72 

NEMBUTAL  100  MG 

A 

A 

NO 

75-549 

IS 

IS 

46 

MAY  11-72 

NEMBUTAL  100  MG 

A 

A 

NO 

75-924 

30 

?o 

46 

MAY  25-72 

NEMBUTAL  100  MG 

A     • 

A 

NO 

76-250 

?° 

IS 

~       "rT"~ 

.    . 





— 

PAID  PRESCRIPTIONS 
RUN  DATE:  APRIL  14.  1972 


PATIENT    PROFILE 
TTPE:"PATIENT    ABUSE" 


PATIENT  NO.     00039 


NAME:  THOMAS  S. 


PRICE       SHOPPER  40 


THERAPEUTIC 
CLASS 


DATE  OF 
SERVICE 


DRUG  J. 
STRENGTH 


IN 
PATIENT 


RX  NO.         QUANTITY 


PACE  NO. 

2705 


DAYS' 
SUPPLY 


40 
40 
40 
40 
40 
40 
40 
40 
40 
40 
40 
40.. 
40 
40 
40 
40 
40 
40 
40 
40 
40 
40 


JAN  1-72 
JAN  10-72* 
JAN  17-72 
JAN  18-72 
JAN  26-72 
FEB  1-72 

*7AM->APR.  7-72 
APR  7-72 
APR  19-72 
APR  25-72 
APR  29-72 
MAY  4-72 
MAY  8-72 
MAY  11-72 
MAY  11-72 
MAY  15-72 
MAY  18-72 
MAY  25-72 
JUN  1-72 
JUN  1.72 
JUN  16-72 


EMPIRIN  14 

EMPIRIN  »i 
PERCODAN  (FULL) 
MEDAPIN  50  MG 
MEPERIDINE  50  MG 
EMPIRIN  #3 
DEMEROL  50  MG 
EMPIRIN  *3 
EMPIRIN  1*4 
EMPIRIN  #3 
EMPIRIN  »4 
EMPIRIN  13 
EMPIRIN  #3 
EMPIRIN  #3 
EMPIRIN  #3 
EMPIRIN  #4 
EMPIRIN  *4 
EMPIRIN  #4 
EMPIRIN  #4 
EMPIRIN  13 
EMPIRIN  #3 
EMPIRIN  #3 


NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 
NO 


95-045 
72-667 
26-570 
72-910 
73-079 
61-020 
73-423 
75-034 
75-035 
75-322 
4-700 
52-507 
75-728 

5-953 
75-922 
75-923 
53-519 

6-891 
76-252 
76-429 

8-211 

9-482 


SP 
SP 


100 
50 
30 
15 
20 
30 
30 
30 
30 
40 
50 
30 
36 
40 
30 
30 
15 
30 
30 
50 
50 
24 


30 
15 
IS 

5 


15 
IS 
IS 
16 

4 
18 
10 
15 
15 

5 
IS 
15 
2S 


6   months    Rx 


Total    Com    ■    $186.75 


Av.r.g.    RX    Price    ■    $4.67 


93-999  O  -  73  -  pt.    1  --  16 
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PAID  PRESCRIPTIONS 
RUN  DATE:  APRIL  14,  1972 

PATIENT    PROFILE 
TYPEt"  INTER  ACT  ION 

- 

• 

PACE    NO. 
9219 

PATIENT  NO.   00055             NAME:  ISA 

A. 

. 

THERAPEUTIC 

CLASS 

DATE  OF 
SERVICE 

DRUG  lr                               PITCY 
STRENGTH 

M.D. 

IN 
PATIENT 

RX  NO. 

QUANTITY 

DAYS' 
SUPPLY 

77 

DEC  23-70 

COUMADIN  5  MG 

A    ' 

A 

NO 

81-603 

30 

30 

77 

JAN  30-71 

COUMADIN  2.5  MG 

A 

A 

NO 

82.080 

50 

so 

77 

FEB  18-71 

COUMADIN  5  MG 

A 

A 

NO 

82-303 

50 

SO 

77 

MAR  22.71 

COUMADIN  2.5  MG 

A 

A  . 

NO 

11-099 

50 

so 

77 

MAY  14-71 

COUMADIN  2.  5  MG 

A 

A 

NO 

14-389 

so 

50 

41 

FEB  18-71 

N»  SALICYLATE  600  MG 

A 

A 

NO 

82-299 

100 

30 

41 

MAY  14-71 

N»  SALICYLATE  600  MG 

A 

A 

NO 

82-299 

100 

30 

41 

MAY  27-71 

BUTAZOLIDIN  100MG 

A 

A 

NO 

83-427 

60 

27 

47 

MAY  27-71 

NOCTEC  CAP.   500  MG 

A 

A 

NO 

83.426 

30 

30 

SI 

MAY  26.71 

H.C.   0.25% 

A 

A 

NO       • 

74.318 

IS 

30 

Communication  of  data  is  the  most  difficult  task  of  drug  review.    TKe~historical 
division  of  labor  between  the  physician's  prescribing  and  the  pharmacist's  dis- 
pensing made  necessary  the  creation  of  a  multidisciplinary  drug  utilization 
review  committee.     In  San"  Joaquin  this  committee  is  composed  of  four  phar — 
macists  and  one  physician.    The  committee  determines  if  there  are  cases  of 
possible  abuses  which  might  be  patient-,  physician-,  or  pharmacist-oriented. 
Letters  challenging  unusual  practices  are  sent  to  the  physicians  and  pharma- 
cists involved.    These  are  always  accompanied  by  a  copy  of  the  patient's  six- 
m6nth  drug  history  and  are  addressed  individually  on  committee  letterhead 
stationery.     Letters  directed  to  the  physicians  are  signed  by  the  physician 
member  of  the  committee,  and  letters  directed  to  pharmacists  are  signed 
by  the  pharmacist  secretary  of  the  committee.     If  the  outstanding  success  of 
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our  program  is  to  be  appreciated,  it  is  due  to  this  unique  communication 
network  which  includes  a  feedback  mechanism  from  all  practitioners  under 
reView.    An  immediate  result  of  these  peer  review  activities  is  the  12. 1% 
cost  savings  derived  from  the  correction  of  wasteful  practices    which  was 
experienced  the  first  year. 

The  ultimate  goal  of  a  well-organized  drug  utilization  review  program 
Is  to  change  patterns  of  practice  in  a  community  of  physicians  and  pharma- 
cists by  peer  communication  techniques  in  order  to  conserve  resources 
without  detriment  to  the  patient  or  undue  interference  with  the  professional 
prerogatives  of  the  practitioners.    We  can  document  that  the  cost  savings 
due  to  this  peer  communication  can  be  substantial.    Out~oFar~5ample-of-60  . 
cases,   17  showed  definite  changes  in  prescribing  and  dispensing  patterns 

resulting  in  yearly  estimated  savings  of  $1,111.20  or  an  average  of  $18.52 

(3) 
per  patient  per  year. 

Since  October  1970,  two  months  after  the  start  of  our  drug  program, 
the  utilization  rate  and  cost  per  prescription  in  the  San  Joaquin  area  have 
remained  continually  considerably  lower  than  the  rest  of  the  State  even 
though  many  restrictions,  such  as  prior  authorization  for  more  than  two 
prescriptions  per  month  per  patient,  were  nes^er  needed  nor  enacted.    We 
feel  that  our  peer  review  process  has  been  largely  responsible  for  main- 
taining the  good  patterns  of  practice. 

The  San  Joaquin  Medical  Society,  having  become  concerned  with  the 
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number  of  prescribed  narcotics  and  barbiturates  found  in  the  possession  of 
arrested  juveniles,  has  utilized  this  drug  monitoring  program  of  patient 
profiles  and  therapeutic  class  profiles  as  part  of  a  community  drug  abuse 
program.     These  patient  profiles  can  demonstrate  the  patient  who  might  be 
supplying  part  of  the  illicit  market  through  receiving  large  quantities  of 
addictive  drugs.     The  area  TCP  profile  can  also  monitor  the  effects  of 
coordinated  efforts  to  change  the  availability  of  harmful  drugs. 

In  October  1971  the  San  Joaquin  County  Medical  Society  sent  a  letter 
to  each  physician  of  the  medical  community  expressing  the  need  that  he  re- 
evaluate his  prescribing  practices  in  regards  to  barbiturates,  narcotics, 
and  psychotropic  drugs.     No  other  attempt  was  made  to  alter  or  interfere" 


PROFESSIONAL  COP^VIUNICATION  & 
CHANGE  IN  PRESCRIBING  PATTERNS 


Sedative 
t£*  Non-barbiturates 


Narcotics 
Barbiturates 


241 

with  the  prescribing  activity  of  the  physicians.    At  the  end  of  eight  months, 
the  community's  therapeutic  class  profiles  for  these  drugs  were  evaluated 
and  compared  to  the  profiles  prior  to  the  letter.     In  the  mood-altering  drug 
category,  no  appreciable  effect  was  noted.     However,  there  was  a  decrease 
of  0.7%  in  narcotic  analgesics;  in  sedative  barbiturates  a  decrease  of  0.8% 
was  noted,  and  non-barbiturate,  sedatives  increased  by  0.4%.    This  corres- 
ponds to  a  decrease  of  2800"  prescriptions  for  narcotics,  3200  prescriptions 
for  barbiturates,  and  a  subsequent  increase  of  1600  non-barbiturate  sedative 
prescriptions.    By  using  statistical  T  tests  on  the  data,  one  calculates  that 
the  probability  of  this  occurring  by  chance  is  less  than  1/1000.     It  must  be 
stressed  that  this  involves  only  the  Medi-Cal  population  and  if  the  same  pre- 
scription trend  held  true  for  the  remainder  of  the  community,  a  considerable 
decrease  of  physician-prescribed  narcotics  and  barbiturates  would  result. 

The  use  of  the  exceptional  patient  profile  leads  to  the  most  significant 
improvement  in  the  quality  of  medical  care.     It  is  with  this  profile  that  the 
patient  receiving  undue  drug  therapy  is  discovered.    When  such  a  patient 
profile  is  selected  by  the  committee,  the  letters  are  sent  to  the  physicians 
and  pharmacists  involved  accompanied  by  a  copy  of  the  profile  which  is 
usually  adequate  to  change  the  practice.    However  when  we  encounter  a 
patient  who  is  going  from  physician  to  physician  and  pharmacist     to 
pharmacist,  a  "shopper,"  it  is  difficult  to  change  his  pattern  of  treatment. 
In  the  future,  professional  energies  should  be  directed  toward  influencing 
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the  various  public  assistance  programs  to  allow  us  to  restrict  such  individuals 
to  the  services  of  a  single  physician  and  pharmacist. 

/        The  long-term  effect  of  peer  communication  is  an  educational  one  and 
cannot  be  immediately  measured.     By  on-going  review  and  documentation  of 
drug-dispensing  activities  and  the  utilization  of  the  communication  network, 
a  dynamic  process  of  continuous  education  occurs.     The  impact  of  the  complete 
documentation  of  a  patient  profile  on  practicing  professionals  cannot  be  over- 
emphasized.    It  is  difficult  for  practitioners  to  ignore  the  persuasive  prodding 
by  their  peers  when  problems  are  identified  and  displayed. 

The  educational  aspect  of  our  program  can  be  directed  to  the  prevention 
of  adverse  drug  reactions  (ADR's).     One  fourth  of  afFAuK'S^restrtt-from  drug- 
drug  interactions.     Because  of  our  concern,  and  as  an  extension  of,  our 
original  program,  we  are  now  expanding  our  peer  review  activities  into  the 
area  of  preventing  known  drug-drug  interactions.     In  order  to  measure  the 
size  of  the  problem,  we  realized  the  need  to  quantify  the  magnitude  of  poten- 
tial drug-drug  interactions  in  our  ambulatory  patient  population  consisting 
of  41,996  Medi-Cal  patients  and  involving  417,928  prescriptions  for  a  one- 
year  period.  v      y    The  drug  interaction  rate  per  patient  was  calculated  by 
dividing  the  number  of  patients  receiving  two  or  more  interacting  drugs  by  the 
number  of  patients  receiving  drugs  subject  to  interaction.     If  two  or  more 
drug  interactions  were  listed  on  a  patient  profile  for  a  span  of  time  which  indi- 
cated that  they  were  concurrently  prescribed  and  dispensed,  the  computer 
selectively  furnished  a  12-month  drug  history  for  that  specific  patient. 
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The  classes  of  drugs  studied/ were  anticoagulants,  hypoglycemics,  guanathi- 
dine,  tetracycline,  uricosurics,  and  digitalis  in  conjunction  with  diuretics. 
7.57%  of  the  patients  were  found  to  have  been  exposed  to  potential  drug-drug 
interactions.     In  a  population  of  out-patients  receiving  their  medical  care 
from  the  clinic  at  the  University  of  Southern  California  -  Los  Angeles  County 
Medical  Center,  Maronde    using  different  criteria  also  demonstrated  that 
the  magnitude  of  potential- drug-drug  interactions  in  his  universe  was  of  the 


order  of  7 . 5% . 
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One  of  the  more  critical  drug  interactions  involves  oral  anticoagulant 
drugs.     Our  computer  data  was  checked  for  potential  interactions  between 
coumarins  and  hypnotics,  salicylate  analgesics,  Atromid-S^    ',  quinine,  and 
quinidine.     148  patients  received  prescriptions  containing  coumarins.     79 
patients  or  53.38%  also  received  prescriptions  for  one  or  more  of  these 
potential  interacting  drugs. 

The  effect  of  oral  hypoglycemic  agents  and  insulin  may  be  changed  by 
a  variety  of  medications,  either  by  antagonism  or  enhancement  of  the 
antidiabetic  activity.    Of  these  drugs  we  have  selected  sulfonamides,  sali- 
cylates,  chloramphenicol,   Inderal^),  and  Butazolidim    '. 

2,667  patients  received  antidiabetic  drugs.     815  patients  or  30.56% 
also  received  potentially  interacting  substances. 

Tricyclic  antidepressants,  when  taken  with  guanethidine,   inhibit  the 
antihypertensive  effects  of  guanethidine.     183  patients  received  guanethidine. 
14  patients  or  7.65%  received  tricyclic  antidepressants  concurrently. 

It  is  a  well  known  fact  that  calcium,  magnesium,  or  aluminum  antacids 
greatly  impair  the  absorption  of  tetracycline  resulting  in  lowered  serum 
tetracycline  levels.     10,818  patients  received  prescriptions  for  oral  tetra- 
cycline.    572  patients  or  5.29%  received  cationic-containing  antacids  simul- 
taneously. 

Salicvlates  antaaonize  the  uricosuric  effect-  nf  the  nmhpnpriH  Hacc  r\f 
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benefit  of  the  Medi-Cal  program  (codeine  and  aspirin,  Darvon(R)  and 
aspirin,  sodium  salicylate,  and  PercodamR)).    We  are  unable  to  measure 
the  quantity  of  self-administered  salicylates  these  same  patients  consumed. 

The  combination  of  potassium-wasting  diuretics  and  digitalis  glyco- 
sides predisposes  to  digitalis  toxicity  and  multiple  cardiac  arrhythmias. 
This  is  a  classic  well  known  interaction.     In  these  cases,  digitalis  toxicity 
may  be  prevented  by  the  concurrent  use  of  potassium  supplementation. 
The  patients  receiving  both  potassium-depleting  diuretics  and  digitalis  were 
reviewed  for  the  absence  of  prescribed  potassium.     1,061  parents  received 
digitalis  and  hypokalemic  diuretics.     1,158  patients  or  72.33%  did  not 
receive  prescribed  potassium  supplementation. 

An  analysis  of  our  data  reveals  that  the  incidence  of  drug-drug  inter- 
actions was  of  such  magnitude  to  warrant  our  concern."  We  are  now  pro- 
gramming the  computer  to  develop  on-going  programs  to  reveal  these 
Interactions  and  to  utilize  our  peer  review  techniques  to  communicate  these 
data  to  the  physicians  and  pharmacists  involved  with  patient  care. 

Another  drug-related  problem  which  deserves  more  attention  is  the 
prevalence  of  common  adverse  drug  reactions.     If  any  prevention  of  these 
reactions  is  to  occur,  it  will  occur  through  an  educational  program.    Adverse 
drug  reactions  are  events  which  can  be  qualified  as  having  unintended,  unan- 
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ticipated,  and  undesired  effects  on  a  patient.    These  effects  are  related  to 
ordinary  drug   use  both  prescribed  and  self-administered  but  not  involved  with 
abuse  due  to  alcohol  or  illicit  drugs. 

Silverman  estimates  that  deaths  from  ADR's  are  in  the  range  of  29,000 
to  30,000  per  year  or  approximately  the  same  mortality  rate  as  cancer    of  the 
breast.     Melmon  ^  calculates  that  20%-30%  of  these  ADR's  cannot  be  pre- 

vented and  these  are  mainly~due  to  individual  patient  idiosyncrasies  and 
allergies  or  unknown  drug  toxicities.     He  claims  the  remaining  70%-80%  of 
these  reactions  are  both  predictable  and  preventable.    Various  investigators 
have  attempted  to  identify  and  quantify  the  adverse  drug  reaction  problem. v      ' 

Most  of  our  ambulatory  patients  are  usually  exposed  to  less~Thccn-six 
drugs  at  one  time.     During  hospitalization  the  risk  of  being  exposed  to  ADR's 
is  increased  dramatically  since  during  a  hospital  stay  the  average  number  of 
drugs  administered  is  ten  but  this  number  can  often  be  as  high  as  35.    With 
five  or  fewer  drugs,  chances  are  that  5%  of  the  patients  will  be  recognized 
as  undergoing  an  adverse  drug  reaction  serious  enough  to  cause  a  change  in 

therapy;  if  the  patient  is  exposed  to  20  drugs,  the  possibility  of  an  adverse 

,       C  8  ) 
drug  reaction  increases  exponentially  to  45%. 

We  can  estimate  that  adverse  drug  reactions: 

1 .  account  for  4%  to  7%  of  all  hospital  admissions 

2.  occur  in  10%  to  18%  of  all  patients  in  a  medical  service 

3.  require  prolonged  hospitalization  (approximately  twice 
as  long)(9    ) 
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The  National  Center  for  Health  Research  and  Development  of  HEW  esti- 
mates that  there  are  approximately  1.5  million  hospital  admissions  due  to 
ADR's   annually.     In  1970  the  average  length  of  stay  in  a  community  hospital 
was  8.2  days;  ^         '  thus  12.3  million  patient  days  are  directly  attributable 
to  ADR  s.      If  we  calculate  just  the  costs  of  hospitalizations  at  $90.00  per 
day,  we  arrive  at  a  figure  of  $  1 .  107  billion  dollars  of  which  80%  or  886 
million  dollars  may  be  preventable  by  proper  drug  usage.     Many  other  inves- 
tigators believe  that  these  estimates  are  too  low.    They  calculate  that  one- 

(  11  ) 
seventh  of  all  hospital  days  are  attributable  to  adverse  drug  reactions. 

Silverman  and  Lee,   in  a  book  soon  to  be  published,  have  established  the 

national  hospital  bill  due  to  ADR's  at  2.25  billion  dollars  dTvVhich-80%  or 

1.8  billion  dollars  may  be  preventable. 
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If  we  add  the  prolonged  hospital  stays  which  have  been  docurr  a 
being  doubled,  our  estimate  is  that  1.2  to  1.8  billion  dollars  can  co  perva- 
sively be  saved  in  hospital  costs  alone  by  proper  drug  utilization  and  cont^ 
This  is  just  the  visible  tip  of  the  iceberg,  and  no  reliable  estimates  are 
available  for  other  costs  such  as  laboratory  charges,  physician  fees,  and 
the  patients'  economic  losses. 

For  the  last  three  years,  Maronde  has  been  studying  the  patterns  cc 
drugs  dispensed  through  the  out-patient  clinics  at  the  University  of  Southern 
California  -  Los  Angeles  County  Medical  Center  with  the  aid  of  a  compute-- 
surveillance  program.     It  was  found  that  12.4%  of  the  prescriptions  represented 
orders  for  excessive  quantities.  C  '2  )    By  controlling  thes~e  excessive  quan- 
tities,  10%  of  the  drug  expenditures  can  be  saved  without  compromising  the 
quality  of  the  drug  care  and  in  fact  improving  it.     It  is  rerr-.  -  our 

experience  in  the  San  Joaquin  area  reflects  savings    -     -      dr  jc   -.  'emium  in 
the  same  range.     By  submitting  prescriptions  tc  Cc  e  re/.ew,    -ve  have 

been  able  to  save  12%  of  the  premium.     If  we  project  this  possible  12% 
savings  to  the  national  drug  bill  for  prescribed  and  dispensed  drugs  es" 
by  Silverman  and  Lee  at  8.5  billion  dollars  per  year,  we  arrive  at  a  tv 
of  $1 .03  billion  of  unnecessary  expenditures  in  the  costs  oe  me  :ne 

which  can  be  saved  by  effective  drug  surveillance  programs  and  peer  review. 
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$61.8  billion 
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It  is  possible  to  achieve  these  savings  without  disruption  of  the  present 
health  system  if  we  realize  that  during  the  last  forty  years  we  have  witnessed 
a  "knowledge  and  technical  explosion"  and  that  it  is  no  longer  possible  for 
any  single  individual  to  become  truly  expert  or  to    remain  current  within  the 
mass  of  information  originating  from  various  scientific  specialty  fields  but 
that  computer  technology  can  be  utilized  to  record  and  document  current 
patterns  of  treatment  within  a  community  and  communication  techniques 
can  be  utilized  to  maintain  the  information  base  of  clinicians  wherever  they 
practice. 
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We  have  described  the  San  Joaquin  experience  with  our  multidisciplinary 
drug  review  program.    We  have  projected  the  potential  savings  which  can 
accrue  nationally  through  better  utilization  of  available  resources.     It  is 
our  firm  belief  that  by  using  these  same  techniques  you  can  change  the  present 
national  drug  delivery  system  from  one  of  benevolent  neglect  to  one  of 
active  professional  concern  for  the  benefit  of  our  patients. 
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Dr.  Talley.  If  we  know  that  the  national  prescribing — I  have  to 
look  at  my  figures  to  get  them  fresh. 

Senator  Kennedy.  I  think  they  are  at  page  28. 

Dr.  Talley.  Thank  you.  $8.5  million  per  year  is  the  figure.  With 
our  program  with  over  12.1  percent  savings  which  we  will  get  to  later 
in  my  testimony,  we  would  come  out  with  $1.03  billion  possible  savings 
in  drug  utilization. 

The  other  two  things  have  to  do  with  this  type  of  economics. 

Senator  Kennedy.  It  seems  to  me  that  there  is  such  a  spirit  of  econ- 
omy in  the  country,  looking  for  ways  of  cutting  back  on  programs,  it 
seems  to  me  that  that  is  a  pretty  impressive  way  to  save  a  billion 
dollars. 

Dr.  Harrington.  I  would  like  to  make  sure  that  you  are  aware  that 
this  section  of  this  report  has  to  do  with  just  dollar  savings.  It  has 
nothing  to  do  with  drug  quality  control.  This  is  step  one  of  what  he  is 
going  to  talk  about,  and  it  is  not  the  quality  problem. 

Senator  Kennedy.  Yes. 

Dr.  Talley.  The  refill  control  report  is  designed  to  check  the  elapsed 
time  between  refills  according  to  the  days'  supply  of  medication.  It  also 
differentiates  between  in-latients  and  ambulatory  patients  as  there  are 
some  quantity  formulary  restrictions  imposed  on  patients  in  nursing 
homes.  The  reviewer  challenges  any  prescription  which  in  his  judg- 
ment is  refilled  too  soon,  according  to  the  physician's  directions.  If  the 
pharmacist  can  document  an  authorized  dosage  change  or  other  valid 
reason,  the  claim  is  passed  for,payment,  otherwise  payment  is  automat- 
ically denied. 

The  inappropriate  quantity  report  lists  various  drugs  which  fall  out- 
side certain  criteria  which  were  set  as  being  either  too  large  or  too 
small  quantities  based  on  current  pharmacological  knowledge.  This  re- 
port is  a  valuable  tool  to  reveal  instances  of  prescription  splitting,  too 
frequent  renewal  of  chronic  medication,  short  counts,  billings  for  pre- 
scriptions not  dispensed,  and  "loading"  patients  prior  to  program 
changes. 

The  therapeutic  class  profile  is  one  of  the  most  useful  monitors  of 
current  drug  use.  All  drugs  dispensed  in  the  San  Joaquin  program  are 
recorded  on  a  bi-monthly  basis  according  to  99  therapeutic  categories 
and  by  individual  drugs  for  each  pharmacy,  physician,  and  patient. 
These  profiles  on  drug  utilization  for  each  therapeutic  class  are  a  valu- 
able measure  of  drug  use  and  an  indicator  of  possible  inappropriate 
prescribing,  dispensing,  and  drug-taking. 

Given  a  long  enough  period  of  time  and  enough  accumulated  data, 
it  has  been  found  that  most  pharmacies  have  a  similar  percentage  activ- 
ity in  each  therapeutic  class  of  drug,  since  patients  are  all  subject  to 
similar  diseases,  and  are  treated  by  similar  therapeutic  procedures 
within  a  given  community.  We  monitor  the  Therapeutic  Class  Profile 
(TCP)  for  each  physician  and  pharmacy  compared  to  the  area  TCP. 

Senator  Kennedy.  You  are  doing  each  physician,  each  pharmacy, 
each  patient,  as  I  understand. 

Dr.  Talley.  Not  on  TCP,  but  for  each  pharmacy  and  each  physician, 
yes. 

It  is  very  simple,  if  you  write  100  prescriptions  and  seven  are  for 
narcotics,  you  have  a  therapeutic  class  profile  of  narcotics  of  7  percent. 
For  our  program  I  think  about  7  percent  is  correct  for  the  community 
for  narcotics. 
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If  you  find  there  is  a  profile  of  17  percent,  this  looks  suspicious,  the 
computer  will  pick  this  up.  I  do  not  have  to  look  at  each  one  of  these. 

Senator  Kennedy.  That  principle  seems  to  be  adaptable  to  national 
use. 

Dr.  Talley.  It  depends  upon  whether  there  is  a  way  to  accumulate 
the  data.  If  it  is  on  a  prepaid  program,  yes,  then  you  have  a  handle  to 
gather  this  type  of  data. 

Senator  Kennedy.  So  in  this  instance  then,  the  prepaid  system  is 
better  for  quality  ? 

Dr.  Talley.  For  drugs  under  this  program,  yes. 

Dr.  Harrington.  Senator,  in  our  summation  I  am  going  to  get  into 
what  we  call  "model  treatment"  which  gets  into  the  use  of  the  computer 
in  much  more  sophisticated  form  than  we  do  now,  which  is  applicable 
nationally. 

Senator  Kennedy.  All  right.  Let  me  just  follow  up. 

Are  the  doctors  satisfied?  I  know  both  of  you  are  practicing 
physicians. 

Dr.  Talley.  I  think  for  the  most  part,  yes.  I  think  that  we  help ;  we 
do  not  hinder.  I  will  get  into  this  also  as  we  go  along. 

Senator  Kennedy.  All  right. 

Dr.  Talley.  The  exceptional  patient  report  is  an  automatic  claim 
review  mechanism  which  furnishes  examples  of  possible  abuses  which 
might  be  patient-,  pharmacy-,  drug-,  or  physician-oriented.  An  indi- 
vidual patient  profile  is  furnished  automatically  if  the  drug  utilization 
falls  within  certain  parameters. 

Any  patient  who  receives  the  same  drug  from  two  pharmacists  on 
the  same  date,  any  patient  who  receives  services  from  our  or  more 
pharmacists  in  a  32-day  period,  and  any  patient  who  receives  more  than 
four  prescriptions  in  one  therapeutic  category  will  appear  on  this 
exceptional  patient  profile. 

The  exceptional  patient  profiles  are  furnished  to  the  Drug  Utiliza- 
tion Review  Committee  members  for  review,  and  it  decides  if  these  are 
profiles  of  patients  legitimately  requiring  much  pharmaceutical  sup- 
port, or  if  they  are  indicative  of  patient-oriented  abuses  of  recipients 
shopping  for  physician  and  pharmacist  services  to  procure  unwar- 
ranted quantities  of  drugs.  The  committee  also  checks  for  physician- 
oriented  abuses  which  usually  involve  poor  control  of  therapy  through 
the  prescribing  of  too  many  drugs  in  the  same  therapeutic  category, 
or  drugs  which  interact  undesirably  when  taken  together. 

Communication  of  data  is  the  most  difficult  task  of  drug  review.  The 
historical  division  of  labor  between  the  physician's  prescribing  and 
the  pharmacist's  dispensing  made  necessary  the  creation  of  a  multi- 
disciplinary  Drug  Utilization  Review  committee.  In  San  Joaquin,  this 
committee  is  composed  of  four  pharmacists  and  one  physician.  I  am 
not  the  physician. 

The  committee  determines  whether  there  are  cases  of  possible  abuses 
which  might  be  patient-,  physician-,  or  pharmacist-based.  Letters 
challenging  unusual  practices  are  sent  to  the  physicians  and  phar- 
macists involved.  These  are  always  accompanied  by  a  copy  of  the 
patient's  six-month  drug  history,  are  addressed  individually  on  com- 
mittee letterhead  stationery  and  are  signed  by  a  professional  peer. 

If  the  success  of  our  program  is  due  to  any  major  factor,  it  is  this 
unique  communication  network  which  includes  a  feedback  mechanism 
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from  all  practitioners  under  review.  An  immediate  result  of  these  peer 
review  activities  has  been  the  12.1  per  cent  cost  savings  derived  from 
the  correction  of  wasteful  practices  which  was  experienced  in  the  first 
year. 

Since  October  1970,  two  months  after  the  start  of  our  drug  program, 
the  utilization  rate  and  cost  per  prescription  in  the  San  Joaquim  area 
have  remained  consistently  and  substantially  lower  than  the  rest  of 
the  state,  even  though  many  restrictions,  such  as  prior  authorization 
for  more  than  two  prescriptions  per  month  per  patient,  were  never 
needed  or  enacted. 

Senator  Kennedy.  What  you  are  saying  is  that  good  practice  is 
economical. 

Dr.  T  alley.  That  is  correct. 

We  feel  that  our  peer  review  activity  and  physician-pharmacist  in- 
volvement have  been  largely  responsible  for  maintaining  good  patterns 
of  practice. 

The  use  of  the  exceptional  patient  profile  leads  to  the  most  signif- 
icant improvement  in  the  quality  of  medical  care.  It  is  with  this  profile 
that  the  patient  receiving  undue  drug  therapy  is  discovered.  When 
such  a  patient  profile  is  selected  by  the  committee,  the  letters  are  sent 
to  the  physicians  and  pharmacists  involved,  accompanied  by  a  copy  of 
the  profile.  This  process  is  usually  adequate  to  change  the  practice. 
However,  when  we  encounter  a  patient  who  is  going  from  physician  to 
physician  and  from  pharmacist  to  pharmacist,  a  "shopper",  it  is  diffi- 
cult to  change  his  pattern  of  behavior. 

At  this  stage  of  the  development  of  our  program,  we  are  directing 
the  educational  aspect  toward  the  problem  of  drug-drug  interactions, 
wherein  the  patient  may  simultaneously  be  taking  two  or  more  in- 
compatible drugs.  We  studied  our  data  and  determined  that  7.57  per 
cent  of  the  41,996  patients  receiving  417,928  prescriptions  in  a  one 
year  period  were  involved  with  potential  drug- drug  interactions.  No 
clinical  evaluation  of  these  data  has  been  undertaken,  however,  and  we 
are  not  at  this  point  able  to  document  any  deleterious  effects.  These 
data  are  consistent  with  a  University  of  Southern  California  study  of 
ambulatory  patients. 

We  are  now  communicating  these  data  to  the  physicians  and  phar- 
macists involved  in  the  patient's  care.  In  the  future,  we  will  report 
the  impact  of  our  communications  system  upon  this  problem. 

Senator  Kennedy.  May  I  ask  you  in  this  review  do  you  find  out  if 
your  doctors  are  using  experimental  drugs  ? 

Dr.  Talley.  We  could.  I  know  of  no  example  of  it,  but  we  could 
query  the  computer  on  any  drug.  I  do  not  have  the  data.  I  really  do 
not  know. 

Senator  Kennedy.  But  at  least  that  information  could  be  developed 
through  your  computerization. 

Dr.  Harrington.  Unfortunately  we  do  not  know  what  are  experi- 
mental drugs.  This  is  not  publicized  to  the  general  public  as  a  rule. 
In  other  words,  we  do  not  use  DES — I  am  a  gynecologist  in  charge 
of  the  operation  of  the  program  at  San  Joaquin  General  Hospital. 
We  have  not  used  DES,  but  I  was  not  until  today  aware  that  it  was 
experimental.  So  there  is  a  great  lack  of  communication  between  here 
and  us. 
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Senator  Kennedy.  Is  this  because  the  FDA  says  it  is  not  respon- 
sible for  it,  and  this  is  part  of  the  problem  ?  Here  you  are,  a  distin- 
guished practicing  physician,  who  is  enormously  aware  of  the  prob- 
lem, but  you  are  unaware  DES  is  considered  experimental. 

Dr.  Talley.  The  long  term  effect  of  peer  communication  is  an  edu- 
cational one  and  cannot  be  immediately  measured.  By  on-going  review 
and  documentation  of  drug-dispensing  activities  and  the  utilization 
of  the  communication  network,  a  dynamic  process  of  continuous  edu- 
cation occurs.  The  impact  of  the  complete  documentation  of  a  patient 
profile  on  practicing  professionals  cannot  be  over-emphasized.  It  is 
difficult  for  practitioners  to  ignore  the  persuasive  prodding  by  their 
peers  when  problems  are  identified  and  displayed. 

In  summary,  the  ultimate  goal  of  a  well-organized  drug  utilization 
review  program  is  to  change  patterns  of  practice  in  a  community  of 
physicians  and  pharmacists  by  peer  communication  technics  in  order 
to  assure  quality  of  care  and  cost  optimization. 

The  San  Joaquin  experience  suggests  that  a  program  of  systemati- 
cally gathered  drug  data,  subjected  to  peer  review,  can  have  a  sig- 
nificant effect  on  the  quality  and  cost  of  drug  therapy.  It  is  our  belief 
that  the  essential  ingredient  of  such  a  program  is  the  review  of  the 
practitioners  by  their  peers. 

Dr.  Harrington.  I  would  like  now  to  summarize  and  go  a  little 
bit  into  our  model  treatment. 

I  am  sure  that  you  can  see  by  Dr.  Talley's  presentation  that  con- 
siderable progress  can  be  made  in  peer  drug  review  by  even  a  rather 
primitive  computer  system.  Dr.  Talley  gets  upset  when  I  call  it  primi- 
tive computer  system,  but  it  really  is  based  mostly  on  simple  compo- 
nents for  on-going  review  and  more  detailed  system  of  retrospective 
exceptional  reporting. 

It  is  obvious  that  additional  benefits  will  accrue  particularly  in  large 
communities  by  more  detailed  methods  of  on-going  review.  Such  a 
system  is  under  development  and  should  be  available  in  about  6 
months. 

Now  I  will  speak  of  model  treatment.  Because  of  the  attorney 
general  in  California,  the  welfare  department,  and  the  department  of 
health  care  services,  some  years  ago  set  up  a  feasibility  study  with 
Lockheed.  They  spent  a  million  and  a  half  dollars  to  determine 
whether  the  computer  could  be  programed  for  peer  review.  Lockheed 
studied  our  program  in  San  Joaquin  and  some  other  foundations  in 
detail  and  said,  yes. 

California  then  set  up  a  study  which  has  been  completed  now  for 
the  actual  programing  of  peer  review,  and  two  communities  are  at  the 
present  time  in  a  prototype  study :  San  Diego  and  Santa  Clara. 

The  Western  Conference  of  Foundations  have  had  a  subcontract  to 
do  the  professional  input  in  the  professional  components  of  this  peer 
review  svstem,  and  we  are  watching  this  rather  carefully. 

Secondarily  HEW  funded  a  further  computer  development,  and 
we  are  at  the  present  time  testing  this  svstem. 

The  parameters  of  care  in  California  need  national  surveillance. 
We  have  met  already  with  the  American  College  of  Physicians,  having 
some  nine  meetings  with  the  American  College  of  Physicians  people 
from  all  over  the  country,  to  obtain  information  as  to  necessary  visits, 
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laboratory  work,  X-ray,  drugs,  injectibles  that  are  necessary  for  all 
of  the  various  diseases  under  their  peer  review. 

We  have  also  met  seven  times  with  the  American  College  of  Surgeons 
with  their  committees,  going  over  the  information  as  to  what  surgical 
procedures  are  necessary.  We  have  met  during  a  two-day  meeting  with 
the  American  College  of  Obstetrics  and  Gynecology,  and  with  the 
American  Society  of  Internal  Medicine. 

We  have  now  finished  all  of  these  meetings  and  have  subjected 
the  parameters  of  care  that  were  developed  in  California  to  a  very 
comprehensive  scrutiny  by  these  rather  prestigious  organizations,  as 
to  what  should  be  in  the  computer  for  study. 

We  are  now  trying  to  develop  a  meeting  with  the  American  Academy 
of  General  Practice  to  get  input  from  them,  and  then  our  programs 
will  be  complete.  This  obviously  will  be  a  forever  program.  It  will  have 
to  be  modified  constantly,  the  parameters  changed,  added,  and  so  forth. 

Under  this  program  a  claim  would  come  in,  or  a  statement  of  service 
would  come  in,  to  the  computer  center,  and  it  would  go  directly 
through  the  programing  unit. 

If  it  were  rejected,  it  would  come  out  at  the  end  with  a  patient  profile 
which  Dr.  Talley  has  just  stated  we  use,  and  it  would  say  this  claim 
has  been  rejected  because  there  are  too  many  office  visits,  too  many 
injections  or  laboratory  work  is  not  necessary. 

This  then  would  be  sent  to  the  peer  review  center — or  if  there  were 
drugs  ordered  that  do  not  relate  to  the  diagnosis  involved. 

These  would  be  sent  to  the  center  for  study  by  their  peers,  and  then 
corrected  information  would  be  sent  back,  and  the  provider  would  be 
paid  on  that  basis.  Then  the  necessary  education  would  be  given  to 
the  individual  who  was  at  fault  in  this  particular  area. 

Dr.  Talley  sometime  back  came  up  with  the  problem  on  under- 
utilization.  We  are  now  programing  the  computer  for  such  things. 
If  a  person  calls  him  because  he  has  diarrhea,  indigestion,  and  receives 
over  the  phone  from  many  different  doctors — perhaps  because  he  calls 
a  different  one  at  a  different  time — Pepto  Bismal  or  whatever,  if  this 
continues  over  a  3-month  period  of  time,  the  computer  will  reject  this, 
remand  this  for  review,  and  it  will  ask  what  is  really  wrong  with 
this  patient?  Has  he  seen  a  doctor?  If  so,  what  has  the  doctor  done 
to  come  up  with  a  diagnosis  ? 

Senator  Kennedy.  Do  the  doctors  really  not  resent  this  ?  Is  this  not 
a  computer  telling  them  how  to  practice  medicine  ? 

Dr.  Harrington.  No,  sir.  You  notice  I  changed  the  word  from  reject 
to  remand.  This  was  suggested  by  Dr.  Hanlon  of  the  American  College 
of  Surgeons, 

The  reason  is  that  the  computer  only  takes  medical  information, 
remands  that  claim  for  further  study  by  the  professional  or  by  the 
peer  involved,  and  the  doctors  do  not  resent  this. 

As  a  matter  of  fact,  all  the  medical  organizations  involved  are 
anxious  to  see  the  computer  runouts  so  they  can  learn  how  various 
diseases  are  treated  in  various  parts  of  the  country,  and  see  what  kind 
of  treatment  is  done. 

But  getting  to  the  drug  program,  we  are  at  the  present  time  having 
conversations  with  two  computer  companies  trying  to  develop  a  CRT 
for  use  in  the  pharmacy  whereby  the  computer  could  be  queried  and 
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make  sure  that  the  actions  would  not  occur,  make  sure  that  drug  reac- 
tions which  Dr.  Talley  has  been  working  so  hard  on,  make  sure  that 
overutilization  of  drugs  is  not  carried  out. 

If  the  CKT  is  not  available  at  least  the  computer  could  reject  it  or 
remand  it  immediately  on  the  second  prescription,  or  if  the  problem 
occurred  in  the  matter  of  a  week  or  ten  days  would  pass  out  this  kind  of 
thing. 

So  what  we  are  doing  at  the  present  time  then  is  putting  all  of  our 
peer  review  knowledge  into  the  computer  so  that  the  computer  can 
then  do  the  work  on  massive  scale. 

What  we  have  done  in  San  Joaquin  could  not  be  done  in  Baltimore  or 
New  York. 

That  is  the  end  of  our  testimony. 

Senator  Kennedy.  Why  could  it  not  be  ? 

Dr.  Harrington.  The  on-going  part  would  be  impossible.  Take,  for 
instance,  we  see  45,000  prescriptions  per  month.  It  is  impossible  to  do  a 
manual  review  in  a  community  as  large  as  Baltimore  on  prescriptions. 

The  hospital  review  is  simple,  but  without  a  computer  you  cannot 
do  these  things.  This  is  why  this  model  program  is  so  important. 

Senator  Kennedy.  How  many  are  taking  advantage  of  it  ? 

Dr.  Harrington.  It  is  not  ready  yet.  There  are  a  lot  of  computer 
companies  anxious  to  give  this  a  try. 

Senator  Kennedy.  As  far  as  Baltimore  and  New  York,  if  they  were 
able  to  get  it  on  computers 

Dr.  Harrington.  If  they  were,  for  instance,  we  could  at  the  present 
time  in  our  computer  put  in  a  stop  so  that  any  prescription  for  DES 
that  would  come  through  would  be  rejected  for  study  as  to  why  it  was 
given.  The  person  would  have  taken  it  once,  but  only  once,  so  I  mean 
the  computerization  in  the  drug  program  I  think  is  extremely 
important. 

Senator  Kennedy.  Why  cannot  the  government  do  this?  We  just 
heard  the  head  of  the  Food  and  Drug  Administration  talk  about  wide- 
spread use  of  DES ;  he  was  enormously  alarmed.  We  hear  testimony 
about  the  use  of  DES  in  these  medical  centers.  We  hear  from  a 
researcher  about  its  status  as  a  cancer-causing  agent,  and  then  we 
hear  you  say  it  would  be  a  cinch  to  identify  this  kind  of  problem. 

What  are  we  missing  here  ? 

Dr.  Harrington.  It  depends  upon  let  us  say,  how  the  drug  is  pre- 
scribed. In  other  words,  in  our  area  of  approximately  two-thirds  of 
all  the  people  in  our  area  we  receive  their  drug  claims.  Now,  take  for 
instance,  the  University  of  Michigan.  If  they  are  prescribing  it  through 
their  own  area,  there  would  be  nobody  who  would  be  able  to  check  on 
them  on  this. 

It  depends  on  who  is  handling  the  payment  and  the  fiscal  problems 
of  payment  for  the  services. 

Senator  Kennedy.  But  if  you  know  how  to  do  it,  why  doesn't  the 
Food  and  Drug  Administration  ? 

Dr.  Harrington.  You  know  the  wheel  is  just  being  built  and  we  are 
adding  spokes  to  it.  We  have  been  fooling  around  with  this  thing  for 
about  14  years.  We  have  quite  a  bit  of  background  information  that 
we  are  now  capable  of  putting  into  the  computer. 

We  have  talked  to  some  of  the  other  people  that  are  not  only 
in  the  computer  area,  and  some  of  our  fiscal  intermediaries  who  do  not 


258 

at  the  present  time  have  a  separate  coding.  They  use  one  number  that 
includes  all  shots. 

We  have  broken  down  our  shots  so  we  can  tell  you  how  many 
shots  of  penicillin  a  doctor  is  using. 

So  it  depends  upon  the  statute  of  this  information,  and  then  (the 
desire  for  them  to  do  it. 

Senator  Kennedy.  You  are  the  best  example  that  all  knowledge  is 
not  in  Washington. 

Dr.  Harrington.  This  DES  thing  reminds  me  of  what  Dr.  Osier 
said :  "Be  not  the  first  to  take  on  a  new  product,  and  be  not  the  last 
to  discard  the  old." 

On  the  other  hand  I  would  like  to  point  out  that  the  abortion  rate  is 
climbing  and  going  up  and  up,  and  without  DES  perhaps  you  are 
going  to  have  a  continued  increase  in  the  abortion  rate.  1  think  you 
all  have  to  think  about  whether  it  is  better  to  abort  the  six  who 
became  pregnant  under  DES  or  to  abort  the  114  who  would  have 
been  pregnant  otherwise. 

Senator  Kennedy.  I  agree  with  you. 

Let  me  ask,  Doctor,  why  you  have  not  heard  about  DES  \ 

Dr.  Harrington.  Yes,  I  know  all  about  it,  but  I  did  not  realize 
that  the  Food  and  Drug  was  studying  it.  It  has  been  available  to  us 
for  years  for  different  purposes. 

Senator  Kennedy.  For  other  purposes,  but  you  did  not  know 

Dr.  Harrington.  But  knowing  what  I  know  about  DES,  we  have 
never  used  it. 

Senator  Kennedy.  What  does  the  AMA  think  of  your  system? 
Have  they  been  out  to  study  it  ? 

Dr.  Harrington.  Yes.  As  a  matter  of  fact,  they  have  referred 
certain  counties  that  have  had  problems  to  us  for  consultation,  and 
I  am  sure  that  the  AMA,  being  the  parent  organization  for  the  people 
who  have  been  thrown  out  of  the  John  Birch  Society  for  being  too 
far  to  the  right,  as  well  as  people  like  myself  who  they  consider  too  far 
to  the  left — and  the  AMA  has  to  be  home  for  both  people — it  makes 
it  a  difficult  posture  for  them  to  walk,  so  we  try  to  help  them  out  in 
as  progressive  a  way  as  we  can. 

Senator  Kennedy.  I  do  not  know  whether  you  want  me  to  condemn 
you  or  applaud  you  today.  [Laughter.] 

Dr.  Harrington.  We  have  three  of  their  board  of  trustees  on  our 
American  Association  of  Foundations,  and  I  think  they  are  now  a  little 
more  aware  of  what  we  are  doing,  and  I  think  the  attitude  is  a  little 
more  cooperative. 

Senator  Kennedy.  What  you  have  found  here,  Dr.  Harrington 
and  Dr.  Talley,  seems  to  have  more  applicability.  Do  you  think 
the  situation  that  exists  in  San  Joaquin  exists  in  other  communities, 
maybe  in  California,  and  across  the  country  ? 

Dr.  Talley.  If  you  are  referring  to  drug  prescription  habits,  yes, 
I  think  it  is  very  typical.  I  think  San  Joaquin  is  a  typical  community. 
I  think  there  are  many  patients  who  create  the  problems,  and  doctors 
and  pharmacists  create  the  problems.  I  think  all  these  problems  need 
to  be  looked  at,  and  I  think  the  computer  is  the  way  to  look  at  them, 
and  the  way  to  give  the  information  back  to  the  physicians  so  maybe 
there  will  be  a  change. 
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Senator  Kennedy.  You  talk  a  little  about  the  adverse  drug  reac- 
tion. I  think  in  that  statement  that  you  made  in  Georgia  you  men- 
tioned a  figure  of  some  30,000  deaths  a  year,  I  understand. 

Dr.  Talley.  This  is  a  quotation  of  adverse  drug  reactions  from  the 
public  health  department.  Approximately  30,000  deaths  a  year  are 
created  by  adverse  drug  reactions. 

Senator  Kennedy.  Those  are  HEW  figures  ? 
Dr.  Talley.  Right. 

Senator  Kennedy.  We  have  been  through  your  computer  review. 
Do  you  think  that  would  cut  that  in  half?  Do  you  think  through  a 
computerization  program  that  would  be  a  realistic  goal  ? 

Dr.  Talley.  I  cannot  really  answer  that  question.  I  would  feel  there 
would  be  some  death  certainly. 

Certain  of  the  drug  interactions  that  we  have  pointed  out — we  had 
one  which  was  very  serious  and  that  was  a  combination  of  prescrip- 
tions that  may  be  coming  from  two  or  three  different  physicians,  not 
just  one  physician  in  prescribing. 

Sometimes  when  you  ask  a  patient,  Are  you  taking  any  medicine, 
they  say,  no,  and  when  you  find  they  are  taking  a  sleeping  pill,  you 
get  the  answer,  A  sleeping  pill,  that  is  not  a  medicine. 

It  is  a  communications  problem  from  patient  to  physician  which 
sometimes  will  block  this  information  so  they  are  not  cognizant  of 
drug  interactions.  If  there  are  two  physicians  prescribing,  you  have 
some  potential  danger. 

I  believe  with  this  type  of  information  and  feedback,  when  the 
pharmacy  can  query  the  computer  to  ask  if  there  is  a  potential  drug 
interaction  or  reason  for  not  ghring  it,  and  the  answer  will  come  back 
instantaneously,  the  communication  between  the  physician  and  phar- 
macist will  then  take  place.  That  may  be  in  the  dream  world,  but  it  is 
in  the  future  and  something  to  think  about. 

Senator  Kennedy.  You  saved  $1.2  billion  in  double  billing. 
Dr.  Talley.  And  drug  review  in  general. 

Senator  Kennedy.  Can  you  save  us  a  little  bit  on  the  adverse  drug 
reaction  ? 

Dr.  Talley.  This  was  in  Dr.  Mellman's  article  in  the  New  England 
Journal  of  Medicine.  Just  taking  hospital  days  which  were  felt  due 
to  adverse  drug  reactions,  there  is  probably  another  $2  billion  total 
saving,  not  talking  about  all  the  other  potential  savings  within  this 
area.  So  there  is  a  tremendous  possibility  of  saving  more  dollars  in  the 
health  care  dollar  created  by  adverse  drug  reaction. 

Senator  Kennedy.  You  could  build  a  lot  of  health  centers  with  that. 
Dr.  Harrington.  Senator  Kennedy,  I  think  it  would  only  be  fair  to 
say  when  the  fiscal  intermediaries  first  got  into  this  they  were  over- 
whelmed ;  they  did  not  get  into  duplicate  billing,  and  it  took  some  years 
to  do  this. 

I  think  that  probably  all  of  the  good  fiscal  intermediaries  now  do 
have  duplicate  controls  in  their  systems,  so  that  in  a  system  I  was  talk- 
ing about  the  medical  savings  that  could  be  done,  that  could  be  obtained 
by  insisting  that  these  have  duplicate  controls  in  their  system,  if  they 
do  not  already  have  them. 

Senator  Kennedy.  Is  it  your  feeling  it  is  important  that  we  develop 
more  effective  systems  of  monitoring  the  use  of  drugs  in  this  country 
on  the  national  level  ? 
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Dr.  Talley.  I  would  think  that  would  be  advantageous,  yes. 

Dr.  Harrington.  I  think  this  is  one  of  the  good  reasons  for  putting 
drugs  into  Medicare,  because  it  does  allow  the  monitoring  of  the  drugs 
in  the  program,  to  make  sure  what  the  oldsters  are  getting.  If  they  find 
them  on  the  free  market,  there  is  no  way  of  monitoring,  so  I  think 
drug  programs  are  something  that  should  be  considered  with  favor. 

Senator  Kennedy.  Of  course  in  Medicare  they  would  be  included  in 
the  Health  Security  Act  as  well.  We  are  not  here  to  talk  about  that  par- 
ticular program. 

Dr.  Harrington.  We  are  sorry  you  cannot  be  with  us  in  Tahoe  to 
talk  to  you  about  it,  but  maybe  we  can  catch  you  at  a  later  date. 

Senator  Kennedy.  I  want  to  thank  you  very  much.  You  are  enorm- 
ously imaginative  and  the  programs  you  have  developed  are  a  great 
credit  to  the  people  of  the  medical  profession  who  have  supported  it 
and  carried  it  through,  and  I  think  we  can  profit  enormously  across 
the  country  from  what  you  have  done. 

I  want  to  thank  you  very  much  for  your  appearance  here.  I  am  sure 
we  will  be  drawing  on  your  experience  in  the  future  in  trying  to  work 
with  you  so  that  we  can  make  sure  the  savings  and  the  benefits  that  you 
have  been  so  effective  in  achieving  for  the  people  in  California  may 
be  realized  nationwide. 

Our  fourth  witness  this  morning  is  James  F.  Goddard,  former  Com- 
missioner of  the  Food  and  Drug  Administration  and  currently  a  con- 
sultant to  the  Ormont  Drug  Company.  It  is  a  pleasure  to  see  you  again, 
Dr.  Goddard.  We  appreciate  your  understanding  the  necessary  change 
in  the  program. 

STATEMENT  OF  JAMES  L.   GODDARD,   M.D.,   CHAIRMAN  OF  THE 
BOARD,  ORMONT  DRUG  &  CHEMICAL  CO.,  ENGLEW00D,  NJ. 

Dr.  Goddard.  Mr.  Chairman,  it  is  good  to  see  you  again. 

I  am  James  L.  Goddard,  M.D.,  Chairman  of  the  Board  of  Ormont 
Drug  and  Chemical  Company,  Englewood,  New  Jersey.  In  recent 
years  the  attention  of  those  interested  in  the  field  of  pharmaceuticals 
has  been  directed  on  several  occasions  to  the  issues  surrounding  the 
"unapproved"  use  of  marketed  drugs  or  chemicals.  On  several  occa- 
sions congressional  committees  have  raised  the  issue  during  hearings 
on  related  matters  but  this  is,  to  my  knowledge,  the  first  hearing  de- 
voted solely  to  the  subject. 

The  issue  is  a  complex  one — with  ramifications  relating  to  the  qual- 
ity of  patient  care,  the  role  of  a  federal  agency  vis-a-vis  the  medi- 
cal profession,  the  responsibilities  of  the  pharmaceutical  firms  in- 
volved, and  the  legal  liabilities  of  physicians  who  use  marketed  drugs 
for  unlabeled  uses.  In  the  short  time  available  to  me  I  cannot  cover 
all  aspects  of  this  important  subject  and  I  will  therefore  limit  my  re- 
marks to  the  issues  of  effect  on  patient  care  and  what  steps  can  be 
taken  which  may  improve  the  situation. 

With  respect  to  patient  care,  my  concerns  are  related  to  the  poten- 
tial dangers  that  may  rise  as  a  result  of  using  marketed  drugs  for  un- 
labeled uses.  There  is  the  danger  that  incomplete  information  will 
denigrate  the  quality  of  care.  Ordinarily  the  physician  has  rather 
comprehensive  information  available  to  him  from  a  variety  of  sources. 


261 

The  major  ones  are: 

(a)  The  professional  literature 

(b)  The  package  circular 

(c)  Physicians  desk  reference 

(d)  AM  A  Handbook  of  Drugs 

(e)  Promotional  material  from  manufacturers 

When  marketed  drugs  are  used  for  unlabeled  uses  it  is  apparent 
that  existing  information  will  not  be  directly  applicable,  and  that 
the  professional  literature  becomes  the  sole  source  of  printed  in- 
formation. This  could  be  sufficient  were  it  not  for  the  fact  that  much 
of  the  "unapproved"  use  is  based  on  word  of  mouth  "testimonials" 
rather  than  careful  study  of  material  presented  in  a  journal.  An 
equally  significant  drawback  is  that  usage  is  often  based  on  a  single 
uncorroborated  study  rather  than  a  number  of  well  controlled  studies. 

This  means  that  the  physician  really  is  unable  to  judge  comparative 
efficacy ;  have  any  significant  knowledge  as  to  side  effects  which  might 
be  unique  in  relation  to  the  "unlabeled"  indication;  that  drug  inter- 
actions could  occur  and  as  a  result  the  patient  care  would  suffer. 

I  concede  all  of  these  may  not  occur  and  the  patient  may  indeed 
benefit — as  I  also  concede  the  attending  physician  must  be  the  one  to 
make  the  ultimate  judgment  as  to  which  medication  for  which  condi- 
tion. 

What  then  can  be  or  should  be  done  ?  I  would  suggest  the  following : 

1.  By  FDA.  (a)  Under  existing  authority  very  little  could  be  done. 
FDA  should  not  get  involved  in  supervising  medical  practice.  The 
problem  would  be  lessened  if  FDA  were  more  responsive  to  well  docu- 
mented studies  demonstrating  effectiveness  for  new  uses. 

Senator  Kennedy.  Why  is  that  ?  Why  are  they  not  responsive  ? 

Dr.  Goddard.  There  are  many  reasons.  As  you  well  know,  Senator, 
the  problem  of  getting  well  controlled  studies  carried  out  is  mainly 
that  the  FDA  does  not  have  funds  for  research  on  its  own  initiative. 

When  I  was  Commissioner  I  suggested  to  the  Congress  we  have 
funds  made  available  to  establish  clinical  pharmacology  centers  in 
major  universities,  so  that  when  problems  of  significance  arose  which 
were  not  of  economic  substance  sufficient  to  attract  investment  capital 
from  the  pharmaceutical  industry,  the  consumer  could  be  protected 
by  having  the  problems  studied  in  one  of  these  centers. 

I  still  believe  that  to  be  a  valid  approach  to  a  small  part  of  the  prob- 
lem. But  the  problem  is  basically,  because  the  unlabeled  use  is  often  of 
very  little  economic  value,  and  the  firm  holding  the  NDA,  does  not 
choose  to  invest  in  carrying  out  the  necessary  studies. 

Senator  Kennedy.  What  was  the  response  of  Congress  ? 

Dr.  Goddard.  We  did  not  get  the  money,  Senator. 

(b)  Under  new  authority  FDA  could  formally  provide  the  manu- 
facturer with  the  opportunity  to  assume  the  burden  of  proof  and  if 
declined  by  the  manufacturer  holding  the  NDA  then  any  other  manu- 
facturer will  do  so,  with  proviso  that  a  license  must  be  issued  by 
the  first  company  and  that  royalties  be  paid.  I  am  simply  saying  en- 
forced licensing  could  be  used  as  one  approach ;  or  another  alternative 
would  be  the  establishment  of  special  clinical  pharmacology  centers 
underwritten  by  FDA  grants  could ;  after  review  by  NAS-NRC  be 
asked  to  undertake  study  of  efficacy.  Following  this  the  drug  would 
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be  available  for  manufacture  by  any  company  willing  to  pay  royalties 
to  the  originating  firm. 

A  second  area  is  what  could  be  done  by  the  medical  profession. 

In  the  hospital  I  believe  drug  utilization  committees  should  be 
formed  to  evaluate  drug  usage  by  physicians  practicing  within  the 
hospital. 

I  was  encouraged  to  hear  the  remarks  in  the  statement  of  Dr.  Har- 
rington and  Dr.  Talley,  because  I  believe  they  have  indeed  made  a 
significant  contribution  for  both  in-hospital  patients  and  ambulatory 
patients. 

In  the  community,  drug  utilization  review  by  Medicare-Medicaid 
organizations  or  by  new  mechanisms,  e.g.,  one  new  mechanism  would 
be  available  at  such  time  that  time  sharing  computers  are  widely  uti- 
lized by  M.D.'s  in  their  office  practice.  Such  a  system  is  feasible  today, 
and  at  a  realistic  cost  but  has  not  been  implemented  in  any  commu- 
nity. Many  other  benefits  would  become  readily  available  which  would 
be  potentially  of  greater  significance  than  monitoring  drug  usage. 

I  do  think  that  such  a  system  as  an  aside,  Senator,  would  have  sub- 
stantial impact  on  the  question  of  unlabeled  usages  of  marketed  drugs. 
It  could  also  enhance  the  dissemination  of  information  on  marketing 
drugs,  something  I  think  that  we  could  go  a  long  way  toward  solving 
in  some  of  these  problems. 

Thirdly,  by  state  agencies.  It  would  not  be  practical  under  existing 
or  new  authorities  for  state  agencies  to  be  involved  directly  related  to 
this  issue. 

Overriding  all  that  I  have  said  is  the  urgent  need  for  a  significant 
change  in  the  FDA  New  Drug  Approval  process.  This  is  in  no  way 
criticism  of  the  efforts  of  the  FDA  personnel  who  must  operate  under 
existing  legislative  mandates  but  rather  a  plea  for  substantial  change 
in  the  law. 

Specifically  I  would  propose  that  the  Congress  direct  the  agency  to 
establish  in  each  recognized  specialty,  a  scientific  council  comprised 
of  non-governmental  experts  who  would:  (a)  At  the  receipt  of  an 
IND  review  the  application  to  determine  worth whileness  of  the  pro- 
posed studies  and  the  competence  of  the  prdposed  investigators. 

(b)  Maintain  surveillance  over  the  IND  throughout  each  phase  pe- 
riodically evaluating  progress. 

Senator  Kennedy.  Can  you  really  maintain  surveillance  ? 

Dr.  Goddard.  I  think  you  can  more  effectively  than  today's  process. 
Keep  in  mind  the  three  phases  of  the  IND  investigation :  Phase.  1,  by 
one  or  two  investigators  who  examine  the  use  of  the  drug  in  subjects 
who  do  not  have  the  disease  the  drug  is  intended  for ;  Phase  2,  by  a 
handful  of  investigators  who  are  highly  skilled,  who  examine  the  use 
of  drugs  in  patients  using  the  drug  on  which  you  want  to  keep  close 
surveillance ;  and  Phase  3,  when  the  drug  is  then  used  under  the  con- 
ditions of  expected  market  uses.  Here  there  may  be  several  hundred 
investigators. 

But  it  is  my  feeling  that  panels  of  experts  of  this  type  would  know 
most  of  the  competent  investigators.  They  would  have  the  opportunity 
to  receive  the  reports  that  FDA  now  receives,  and  assess  how  the  proj- 
ect is  going,  and  how  are  the  patients'  interests  being  protected — are 
the  subjects  being  properly  informed?  How  well  is  the  drug  working? 
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I  believe,  therefore,  it  would  be  easy  to  recommend  to  the  commis- 
sioner approval  or  disapproval  at  completion  of  Phase  3  and  recom- 
mend amendments  to  original  NDA's  when  new  indications  for  use 
have  been  developed. 

Such  councils  would  have  permanent  secretariat  assigned  by  FDA 
and  would  be  of  sufficient  size  that  the  process  would  not  be  unduly 
burdensome  to  any  individual  member.  Further,  there  should  be  pro- 
vided a  special  mechanism  for  appeal  from  an  adverse  action  on  the 
part  of  the  commissioner.  I  would  suggest  that  a  select  group  from 
the  NAS-NRC  be  available  for  such  appeals  and  that  this  step  be 
required  prior  to  institution  any  adversary  procedure  through  our 
federal  courts. 

I  am  well  aware,  Senator,  of  the  fears  such  a  proposal  could  arouse 
in  the  various  interested  parties.  The  manufacturers  might  well  express 
concern  with  regard  to  "trade  secrets".  I  would  suggest  that  manufac- 
turing processes  which  are  the  only  trade  secrets  of  significance  that 
are  involved,  be  separated  and  provided  to  FDA  as  they  now  are. 

Consumers  groups  might  express  concern  that  undue  pressure  would 
be  brought  to  bear  on  the  scientific  councils  by  drug  manufacturers. 
I  would  suggest  that  the  broad  scale  participation  by  scientists  of  high 
repute  would  along  with  periodic  change  of  membership  provide  a 
large  measure  of  protection. 

Parenthetically  I  would  add  that  it  would  bring  out  into  the  open 
much  of  which  is  now  held  secret  in  the  files  of  the  FDA,  and  I  think 
insure  a  higher  quality  of  scientific  effort  in  the  new  drug  process. 

Congress  might  fear  this  would  be  an  unwise  delegation  of  responsi- 
bility. I  would  maintain  it  to  be  a  highly  necessary  one,  for  govern- 
ment service  can  no  longer  attract  and  maintain  an  adequate  body  of 
scientific  manpower.  Such  an  approach  would  help  assure  critical 
evaluation  of  our  nation's  drugs  by  those  most  competent  to  make  such 
judgments :  practitioners  and  scientists  involved  in  the  care  of  patients 
and  the  study  of  drugs  who  are  deemed  by  their  peers  to  be  the  lead- 
ing experts  in  their  chosen  fields. 

There  are  many  subtleties  of  such  a  proposal  which  are  not  suitable 
for  presentation  at  this  time.  I  do  feel,  however,  that  the  "problems" 
of  "unlabeled  use"  of  a  marketed  drug  could  be  more  readily  solved  by 
this  approach  and  at  the  same  time  we  could  enjoy  the  benefits  of 
earlier  approval  of  NDA's  without  any  sacrifice  of  public  safety. 

Mr.  Chairman,  I  would  be  happy  to  respond  to  your  questions  at 
this  point. 

Senator  Kennedy.  Thank  you  very  much,  Dr.  Goddard.  Your  state- 
ment has  been  most  helpful. 

We  heard  yesterday,  as  you  may  be  aware,  and  again  in  an  indirect 
way  today,  how  things  stand  in  the  country — a  physician  being  able 
to  prescribe  a  drug  for  reasons  other  than  the  FDA  has  approved. 

We  have  seen  this  in  the  use  of  Depo-Provera  in  the  State  of  Tenn- 
essee. We  heard  of  patients  who  had  not  given  their  informed  con- 
sent, who  had  not  been  made  aware  of  any  of  the  risks  involved,  and 
in  effect  the  department  of  health  in  Tennessee,  or  individual  doctors, 
were  able  to  set  themselves  above  the  Food  and  Drug  Administration 
in  deciding  what  is  safe  and  could  be  used. 

What  is  your  reaction  to  this  situation?  What  do  you  think  can  be 
realistically  done  to  improve  it  ? 
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Dr.  Ooddard.  Senator,  realistically  we  are  not  going  to  get  the  kind 

improvement  that  I  sense  you  are  seeking  unti:        1  ave  a  national 
ealth  service,  and  a  good  data  base,  and  a  record  I  iiat  tracks  the  pa- 
t  ient  throughout  his  life. 

If  you  have  to  ask  me  for  one  substantial  step  I  could  have  my 
choice,  I  would  choose  the  record  that  tracks  the  patient  through  life, 
and  thus  having  the  good  data  base  available  to  the  physician. 

The  San  Joaquin  report  was  a  very  interesting  one  \  ncause  it  con- 
firms w  hat  I  have  maintained  for  the  past  several  years,  that  you  can 
bring  to  hear  peer  review;  that  the  medical  profession  can  do  the 
job  if  it  is  properly  organized. 

The  lack  of  organizational  structure  I  think  is  the  major  barrif 
not  our  technology.  If  airlines  can  handle  reservations — which  is  a 
very  complicated  technical  problem  for  computers — we  can  handle 
hospital  bed  reservations,  review  drug  interactions,  and  adverse  reac- 
tions. We  can  predict  these.  We  can  answer  the  kinds  of  questions  that 
were  asked  by  the  physician  from  New  York  today.  We  can  quickly 
ascertain  risks.  We  can  do  many  things  that  are  not  possible  today. 

The  data  exists,  Senator,  but  they  are  not  readily  available  for 
analysis,  and  so  I  would  say  that  what  you  are  seeking  would  only  be 
answered  at  that  point  in  time. 

Senator  Kennedy.  Where  is  the  responsibility  of  the  drug  com- 
panies ?  How  does  that  fit  in  ? 

Dr.  Goddard.  I  feel  of  course  that  the  drug  companies  have  a  re- 
sponsibility to  conduct  good  research  to  provide  the  physician  with 
good  information  on  their  products  to  take  every  step  that  they 
reasonably  can  to  assure  that  he  is  knowledgeable  and  informed. 

A  well  developed  system  would  permit  the  providing  of  information 
directly  to  the  physician  in  his  office,  and  do  so  in  a  way  that  I  think 
it  would  be  utilized  and  would  materially  affect  the  quality  of  medical 
care. 

Physicians  are  human  beings,  just  as  all  of  us,  and  we  know  there 
are  substantial  problems  in  every  field  of  endeavor  today.  But  I  would 
say  that  the  one  factor  that  changes  performance  of  any  pro-cssional 
group  is  the  knowledge  that  others  in  that  same  profession  are  evaluat- 
ing their  performance. 

To  do  so  on  a  day  by  day  basis,  using  the  computer  system,  provid- 
ing a  peer  review  group  with  the  facts,  then  giving  the  physician  the 
information,  making  him  aware  that  somebody  is  looking  over  his 
shoulder,  I  believe  would  do  the  job. 

Also  I  believe  the  drug  companies  would  welcome  such  a  system  be- 
cause the  good  use  of  drugs,  the  proper  use  of  drugs,  it  is  in  their  inter- 
est too. 

Senator  Kennedy.  What  can  we  do  outside  of  enacting  national 
health  insurance  ? 

Dr.  Goddard.  I  have  suggested  in  my  testimony  that  the  Food  and 
Drug  Act  be  changed  substantially.  Philosophically  it  is  a  major 
change.  I  think  it  is  an  appropriate  time  to  consider  it. 

We  are  between  commissioners,  and  may  I  say  I  have  watched  Com- 
missioner Edwards  from  a  distance.  I  think  he  has  done  an  excellent 
*ob  in  a  difficult  position.  But  I  do  think  the  time  has  come  t  make 
substantial  change  in  the  enabling  legislation. 
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Senator  Kennedy.  Thank  you  very  much,  Dr.  Goddard,  for  your 
very  splendid  testimony  which  will  be  enormously  helpful.  We  want  to 
thank  you  very  much. 

Our  final  witness  this  morning  is  Dr.  Robert  Veatch,  Associate  for 
Medical  Ethics  of  the  Hastings  Center  of  the  Institute  of  Society, 
Ethics  and  the  Life  Sciences. 

Dr.  Veatch,  we  are  appreciative  of  the  help  you  have  given  us  in 
preparing  these  hearings,  and  are  delighted  to  receive  your  testimony. 

STATEMENT  OF  ROBERT  VEATCH,  PH.  D.,  HASTINGS  INSTITUTE, 

HASTINGS-ON-HUDSON,  N.Y. 

Dr.  Veatch.  Thank  you,  Senator.  I  will  offer  orally  a  shortened  ver- 
sion of  my  prepared  remarks. 

Senator  Kennedy.  We  will  include  your  entire  statement. 

Dr.  Veatch.  Thank  you. 

Today's  citizen  can  thank  modern  biomedical  research  for  conquer- 
ing a  good  deal  of  human  suffering.  Unfortunately,  many  of  these  vic- 
tories have  required  risk  and  personal  suffering  on  the  part  of  both 
courageous  volunteers  and  unwitting  victims  who  were  the  first  of  our 
species  to  receive  a  new  drug  or  undergo  a  new  surgical  procedure.  The 
specialized  knowledge  and  technological  skill  behind  these  victories 
have  also  created  a  new  category  of  experts — experts  who  because  they 
possess  this  particular  knowledge  and  skill,  have  the  authority  to 
decide  whether  an  experiment  is  to  be  made  on  a  fellow  human. 

In  1966  a  Harvard  anesthesiologist  shocked  the  biomedical  research 
community  by  publishing  in  the  New  England  Journal  of  Medicine 
the  methods  used  in  22  experiments  on  human  subjects  involving  un- 
ethical or  questionably  ethical  procedures  such  as  the  withholding  of 
chloramphenicol  from  157  typhoid  patients  in  order  to  study  the  re- 
lapse rate,  X-ray  studies  of  bladder  function  of  normal  babies  less  than 
48  hours  old,  or  the  insertions  of  tubes  and  needles  into  the  hearts  of 
normal  and  ill  patients  in  order  to  increase  scientific  knowledge. 

The  material  I  shall  present  today,  however,  suggests  that  the  prob- 
lem is  still  vast,  the  ethically  questionable  experimentation  widespread, 
and  the  mechanisms  for  systematic  review  little  more  effective  than  in 
1966.  I  shall  present  a  summary  of  the  research  designs  of  12  studies 
selected  from  a  collection  of  43  questionable  experiments.  All  have  been 
published  in  reputable  medical  journals  or  presented  at  major  profes- 
sional meetings  since  1966.  In  all  cases  the  research  was  done  in  the 
United  States  or  the  funding  came  from  this  country. 

Since  my  purpose  is  to  raise  the  general  problem  of  reviewing  hu- 
man experimentation  and  not  to  criticize  specific  researchers,  I  shall 
not  refer  to  experimenters  by  name.  The  complete  list  of  references  has, 
however,  been  made  available  to  the  staff  of  the  subcommittee  to 
authenticate  the  tragic  findings.  I  have  excluded  from  these  12  all  cases 
published  before  1966  and  those  which  have  received  public  attention 
previously.  Thus,  I  will  not  pursue  several  more  widely  known  cases 
such  as:  the  injection  of  live  cancer  cells  into  dying  patients  without 
their  knowledge;  the  infection  of  mentally  ill,  institutionalized  chil- 
dren with  hepatitis ;  the  withholding  of  penicillin  from  black  patients 
affected  with  syphilis ;  and  the  substitution  of  placeboes  for  birth  con- 
trol pills  at  a  clinic  serving  a  population  primarily  of  low-income 
Mexican  American  women,  seven  of  whom  became  pregnant. 


266 

The  tragic  fact  is  that  less  than  25  percent  of  the  studies  in  our  file- 
claim  that  consent  was  obtained  from  the  participating  subjects  in 
the  research,  and  not  one  paper  documented  the  nature  of  the  informa- 
tion given  to  subjects  in  conjunction  with  their  consent.  It  is  a  very 
rare  scientific  article  which  explains  the  nature  of  the  consent  proce- 
dure, a  deficiency  which  must  be  corrected. 

Nevertheless,  I  have  in  no  case  taken  the  lack  of  consent  as  a  criterion 
for  inclusion  in  our  set  of  articles.  They  must  have  raised  more  provoc- 
ative ethical  questions.  It  is  impossible  to  say  for  sure  that  each  of 
the  studies  I  shall  mention  is  an  example  of  unethical  research. 
Opinions  may  differ  among  even  the  disinterested  and  in  any  case  a 
detailed  study  of  each  procedure  would  be  required  before  any  such 
claim  could  be  made.  I  believe,  though,  that  "reasonable  mem  would 
agree  that  each  raises  very7  disturbing  questions  and  I,  for  one,  would 
be  willing  to  say  that  there  are  many  ethical  abuses  among  them. 

GRAVE  RISKS  TO    SUBJECTS 

The  first  type  of  experiment  which  I  identify  as  ethically  question- 
able is  the  one  which  the  subject  is  exposed  to  grave  risks — risks  which 
reasonable  and  informed  persons  might  well  refuse  to  take. 

Experiment  1.  Researchers  in  the  first  experiment  to  be  cited  were 
seeking  a  way  to  evaluate  anti-arrhythmic  drugs.  In  nine  normal  fe- 
male patients  epinephrine  was  injected  at  a  rate  of  4  g./minute.  If 
arrhythmia  was  not  produced,  dosage  was  increased  in  50  percent  in- 
crements until  the  threshold  for  production  of  ventricular  arrhythmia 
was  ascertained. 

In  every  case,  the  production  of  arrhythmia  was  repeated  at  least 
once.  The  researchers  note  that  the  production  of  arrhythmias  experi- 
mentally had  previously  been  avoided  because  of  the  belief  that  it  was 
hazardous.  They  also  tell  the  reader  that  although  the  procedure  was 
explained  to  the  subjects,  thev  believe  that,  "informed  consent  cannot 
be  obtained  for  a  study  of  this  type."  They  claim  that  instead  they 
"accepted  the  role  of  guarantor  of  the  patient's  rights  and  safety  .  .  ." 
this  while  they  were  artificially  inducing  abnormal  heart  rhythms. 

Experiment  2.  In  the  second  study  researchers  sought  to  study 
plasma  renin  levels  in  bilaterally  nephrectomized  patients — i.e.  pa- 
tients with  both  kidneys  removed.  Ten  patients,  who  had  had  their 
kidneys  removed  as  recently  as  two  weeks  prior  to  the  experiment,  were 
hospitalized  for  the  eight-day  period  of  the  study. 

A  few  days  prior  to  the  beginning  of  the  study,  they  were  trans- 
fused "in  anticipation  of  blood  loss  due  to  repeated  sampling."  On 
the  third  day,  "all  subjects  were  clinically  dehydrated.  Serum  samples 
were  limited  to  the  supine  position  since  severe  hypotension  and  near 
syncope  rapidly  developed  in  standing." 

On  one  day  measurements  were  taken  after  standing  quietly  for  two 
hours.  According  to  the  researchers,  "to  accomplish  two  hours  of  quiet 
standing,  it  was  necessary  to  have  most  of  the  patients  lean  on  a  chest- 
high  supporting  table  and  to  be  frequently  encouraged." 

Senator  Kennedy.  What  was  the  reason  for  the  experiment? 

Mr.  Veatch.  It  was  a  study  to  examine  the  renin  levels  in  patients 
who  had  had  kidneys  removed. 

Senator  Kennedy.  For  what  purpose  ? 
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Dr.  Veatch.  It  is  presumed  that  kidney  function  would  change 
the  renin  levels  in  the  blood.  ,  . 

Senator,  I  think  you  will  have  to  be  aware  that  I  am  not  a  physician ; 
my  field  is  medical  ethics,  so  the  technical  questions  regarding  specifics 
of  purpose  are  best  referred  to  those  who  are  medically  trained. 

Experiment  S.  The  third  study  we  shall  cite  involved  the  giving  of 
200  ug  of  LSD  to  24  male  subjects  who  had  answered  an  advertisement 
for  experimental  subjects  to  be  paid  at  a  rate  of  $2  per  hour. 

The  purpose  of  this  was  to  study  the  long-range  "personality,  atti- 
tude, value,  interest,  and  performance  change . . ."  Additional  "control" 
groups  of  24  received  amphetamine  and  25  ug  of  LSD.  The  researchers 
claimed  explicitly  that  no  mention  was  made  to  subjects  of  possible 
personality  or  other  changes  although  15  percent  reportedly  had  never 
heard  of  LSD  and  another  73  percent  had  uonly  casual  knowledge"  of 
it. 

RISKS   TO  INCOMPETENT   AND   INCARCERATED   SUBJECTS 

Research  involving  risks  to  incompetent  subjects — such  as  children 
and  mental  patients — brings  even  more  serious  ethical  difficulties. 

Experiment  .£.  In  the  fourth  study,  nine  children  from  ll/2  to  16 
years  of  age  suffering  from  asthma  were  intentionally  subjected  to 
"challenge  doses"  of  antigens  known  to  produce  asthmatic  attack  in 
order  to  test  the  effectiveness  of  cromolyn  sodium  in  blocking  these 
attacks. 

The  nine  children,  were  subjected  to  a  total  of  55  antigen  challenges, 
20  of  which  were  preceded  by  treatment  by  cromolyn  sodium. 

Every  child  experienced  at  least  one  reaction  described  by  the  re- 
searcher as  "severe."  In  addition,  delayed  asthmatic  reactions  six  to 
12  hours  after  the  challenge  were  reported  in  five  of  the  nine  children. 
It  is  reported  that  these  delayed  reactions  "tend  to  be  followed  by 
increased,  and  repeated  asthma  for  a  further  day  or  two."  Although 
seven  of  the  nine  children  required  regular  bronchodilator  medica- 
tion, this  was  withheld  for  a  period  of  18  hours  prior  to  the  study. 

Experiment  5.  A  fifth  study  also  exposed  children  to  risks.  Forty- 
eight  subjects  ages  seven  to  12,  with  findings  confirming  or  suggesting 
the  presence  of  hematologic  disease  were  subjected  to  simultaneous 
dualsite  bone  marrow  aspirations  in  research  designed  to  determine 
whether  there  are  significant  intra-individual  variations  in  the  cellular 
content  of  marrow  obtained  from  two  different  body  sites.  Bone  mar- 
row samples  were  removed  with  an  18  gauge  needle. 

The  researchers  point  out  that  there  are  "physical  and  psychological 
problems  in  performing  multi-site,  concomitant  bone  marrow  aspira- 
tions in  the  pediartic  patient." 

Experiment  6.  Similar  ethical  questions  arise  in  research  on  mental 
patients  and  prisoners  where  the  quality  of  consent,  even  if  it  is  ob- 
tained, is  questionable.  At  a  maximum  security  facility  for  treating 
mentally  disordered  sex  offenders,  mentally  ill  patients,  and  the  crim- 
inally insane,  90  male  patients  were  "used  in  an  exploratory  study  to 
determine  the  effectiveness  of  succinylcholine  as  an  agent  in  behavior 
modification." 

Succinylcholine  causes  temporary  muscle  paralysis  including  in- 
ability to  breathe.  During  the  period  when  breathing  is  impossible, 
positive  and  negative  suggestions  are  made  to  the  subject  which,  ac- 
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cording  to  theories  of  psychological  conditioning,  are  then  associated 
with  the  experience. 

The  experience  in  this  case  is  apparently  not  physically  painful. 
It  involves  neither  loss  of  consciousness  nor  memory,  but  the  subjects 
describe  the  inability  to  breathe,  which  according  to  design  lasts  1.25 
and  2  minutes,  as  a  terrible,  frightful  experience  akin  to  that  of 
drowning. 

The  criteria  for  selection  of  subjects  for  the  study  according  to 
the  researchers,  included  "persistent  physical  or  physical  or  verbal 
violence,  deviant  sexual  behavior,  and  lack  of  cooperation  and  involve- 
ment with  the  individual  treatment  program  prescribed  by  the  pa- 
tient's ward  team." 

Experiment  7.  A  similar  experiment  in  operant  conditioning  was  re- 
ported by  an  American  psychiatrist  who  at  the  time  of  the  study  was 
working  at  a  mental  hospital  in  Vietnam.  The  psychiatrist  initiated 
a  program  in  which  130  chronic  patients  were  offered  a  chance  to  go 
home  under  the  condition  that  they  would  have  to  work  and  support 
themselves. 

As  a  trial  they  would  have  to  prove  themselves  for  a  three-month 
work  period  in  the  hospital.  Ten  patients  volunteered  for  work.  The 
work  offered  including  tending  crops  for  American  Special  Forces — 
Green  Berets — in  Viet  Cong  territory  "under  the  stress  of  potential 
or  actual  VC  attack  or  ambush."  The  remaining  120  were  told  that 
those  who  were  too  sick  to  work  must  be  treated.  The  "treatment" 
starting  the  next  day  was  unmodified  electroconvulsive  shock. 

Unmodified  electroshock  produces  systemic  convulsions  similar  to 
a  grand  mal  epileptic  seizure  and  in  many  patients  is  very  terrifying. 
Although  bone  fractures  may  occur  the  researcher  claims  none  were 
reported  in  his  program.  The  test  was  repeated  in  a  group  of  130 
women.  When  electroshock  was  found  less  persuasive  to  the  women, 
withholding  of  food  for  periods  of  up  to  three  days  was  used  as  a 
conditioning1  technique. 

Senator  Kennedy.  What  is  the  research  value  of  that  ? 

Dr.  Veatch.  The  entire  field  of  behavior  conditioning  is  of  great 
interest  in  the  treatment  of  mental  patients  as  well  as  prisoners,  and 
avoidance  conditioning,  aversive  conditioning  of  this  type  is  of  great 
interest  to  determine  whether  it  will  be  effective. 

I  think  there  will  be  additional  comments  later  in  the  hearings  on 
this.  It  is  of  great  interest,  and  a  number  of  studies  of  this  kind  are 
going  on  now. 

THE    RIGHTS    OF     SUBJECTS    IN     RESEARCH    WITH    A    PLACEBO    GROUP 

There  is  one  class  of  experiments  for  which,  even  today,  there  are  no 
clear  guidelines.  A  well-designed  experiment  often  requires  a  placebo 
group  for  purposes  of  comparison.  The  study  in  which  women  became 
pregnant  when  given  placebo  in  place  of  a  birth-control  pill  has  been 
well  publicized.  Similar  studies  raise  the  same  ethical  problems. 

Senator  Kennedy.  Would  you  define  "placebo"  ? 

Dr.  Veatch.  The  giving  of  a  sugar  or  salt  solution  pill,  an  inef- 
fective drug,  that  appears  to  be  the  same  as  an  effective  drug. 

Experiment  8.  One  such  study  was  a  14-year  prospective  study  of 
the  value  of  hyposensitization  therapy  for  children  with  bronchial 
asthma. 
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Of  130  children  still  under  observation  at  the  time  of  their  16th 
birthday,  91  received  ineffective  treatment  for  periods  apparently 
lasting  up  to  14  years.  This  included  a  group  who  "received  injections 
of  buffered  saline  according  to  an  elaborate  'injection  schedule',"  al- 
though the  exact  number  in  this  group  is  not  identified  in  the  published 
research. 

The  authors  point  out  that  "No  mother  or  child  in  the  study  knew 
that  any  sort  of  study  was  under  way."  Shocking  as  it  may  seem,  no 
established  principle  of  medical  ethics  requires  that  subjects  be  in- 
formed that  one  of  the  "risks"  of  an  experimental  procedure  is  that 
there  is  a  placebo  group  included  in  the  research  design.  While  some 
researchers  have  felt  morally  obliged  to  follow  this  procedure,  even  the 
new  rigorous  HEW  guidelines  do  not  mention  this  specifically. 

Senator  Kennedy.  You  mean  in  effect  they  were  not  getting  any- 
thing at  all  ?  Of  the  130  children,  91  were  receiving  placebos ;  is  that 
correct  ? 

Dr.  Veatch.  Actually,  Senator,  the  statistics  in  the  published  article 
are  a  bit  vague.  The  91  included  a  group  who  received  a  very  small  dose, 
a  micro-dose,  of  the  hypersensitization  compound  which  they  sus- 
pected would  not  work  but  were  including  as  a  reasonable  clinical 
trial. 

In  addition  to  that,  however,  there  was  a  group,  the  number  of 
which  was  not  indicated,  who  received  only  the  saline,  and  that  would 
certainly  be  no  effective  treatment.  It  was  known  in  advance  that  that 
treatment  would  not  be  effective  in  that  group. 

Senator  Kennedy.  Did  the  children  understand  that,  or  the  parents? 

Dr.  Veatch.  The  authors  of  the  article  state  explicitly  that  neither 
the  child  nor  the  parent  was  informed  that  there  was  even  a  study 
going  on,  let  alone  that  they  were  receiving  in  effect  this  medication. 

Senator  Kennedy.  They  did  not  even  know  they  were  part  of  an 
experiment  ? 

Dr.  Veatch.  That  is  correct. 

Senator  Kennedy.  Neither  the  parent  nor  the  child  involved  in  that 
study  had  any  idea  they  were  getting  either  the  placebo  or  the  other 
drug  to  remedy  the  situation  ? 

Dr.  Veatch.  That  is  correct. 

They  also  were  not  informed,  which  seems  to  me  to  be  a  reasonable 
requirement,  that  there  was  a  placebo  group  in  the  design. 

Obviously,  one  does  not  tell  an  individual  that  he  is  getting  a  place- 
bo ;  it  would  spoil  the  study ;  but  there  is  no  reason  to  refrain  from  tell- 
ing a  person  there  is  a  placebo  group  in  the  study. 

Senator  Kennedy.  But  they  did  not  even  understand  that  they  were 
in  a  study  at  all  ? 

Dr.  Veatch.  That  is  correct. 

Senator  Kennedy.  As  the  father  of  an  asthmatic  child  and  as  an 
uncle  of  a  number  of  asthmatic  children,  I  can  well  understand  the 
enormous  amount  of  time  and  personal  attention  needed  for  the  child 
who  is  receiving  the  treatment — Marax,  adrenalin,  and  all  the  rest. 

As  I  understand,  everybody  involved  in  the  treatment  of  asthma 
must  understand  the  importance  of  making  sure  that  the  proper  desen- 
sitization  is  carried  out ;  so  it  is  not  only  an  outrageous  situation  with 
regard  to  the  treatment  of  the  children  during  a  time  of  greatest  need, 
but  it  also  has  an  effect  on  the  ability  of  the  child  to  really  overcome 
the  disease  as  he  grows  up. 

93-999  O  -  73  -  pt.    1  --  18 


270 

Dr.  Veatch.  Yes. 

We  see  no  reason  why  this  should  not  be  one  of  the  minimal  require- 
ments of  informed  consent. 

Senator  Kennedy.  Were  the  parents  paying  for  this  treatment  ? 

Dr.  Veatch.  This  is  not  reported.  There  is  no  way  for  me  to  know 
for  sure. 

Senator  Kennedy.  They  must  have  been  paying  something.  They 
would  not  just  walk  in  if  they  did  not  know  it  was  an  experiment. 

Dr.  Veatch.  It  is  quite  possible  they  were  treated  as  clinic  patients, 
however,  and  I  am  just  not  prepared  to  say.  It  is  not  in  the  published 
material. 

Senator  Kennedy.  If  they  were  clinic  patients,  they  would  be  either 
rich  or  poor  ? 

Dr.  Veatch.  That  is  right. 

Senator  Kennedy.  Which  would  they  probably  be  ? 

Dr.  Veatch.  Certainly  they  would  be  poor — although  I  have  known 
rich  people  to  attend  clinics — for  the  most  part  they  are  poor. 

Senator  Kennedy.  Do  you  find  many  rich  people  who  are  involved 
in  these  kinds  of  experiments  ? 

Dr.  Veatch.  It  is  very  rare,  sir.  I  would  advocate  as  a  flat  policy  that 
at  least  half  of  the  subjects  of  any  research  do  not  come  from  clinic 
populations.  It  seems  to  me  to  be  the  only  way  to  protect  the  clinic 
population  that  is  now  obviously  the  major  contributor  of  research 
subjects. 

Likewise,  the  right  of  a  patient  to  receive  within  a  reasonable  time 
any  therapy  found  to  be  effective  if  he  should  have  been  included  in 
the  control  group  of  an  experiment  should  be  recognized  in  those 
cases  where  such  therapy  could  be  meaningfully  offered  to  patients. 
Such  a  right  is  not  yet  clearly  established. 

I  think  of  cases  where  drugs  for  chronic  treatment,  such  as  Parkin- 
son's disease,  have  been  tested.  It  seems  to  me  that  generates  an  obliga- 
tion to  use  the  effective  drug  on  the  control  patient. 

RESPONSIBILITY  FOR  HARM  TO  SUBJECTS 

Another  principle  which  is  not  now  recognized  is  that  of  the 
responsibility  of  the  researcher,  the  researcher's  institution,  or  the 
funding  agency  for  harm  done  to  subjects  during  the  course  of  an 
experiment.  Newly  established  Department  of  Health,  Education,  and 
Welfare  guidelines  do  specify : 

The  agreement,  written  or  oral,  entered  into  by  the  subject  should  include  no 
exculpatory  language  through  which  the  subject  is  made  to  waive,  or  to  appear 
to  waive,  any  of  his  legal  rights,  or  to  release  the  institution  or  its  agents  from 
liability  for  negligence. 

Research  not  done  under  HEW  guidelines  does  not  even  require 
this,  and  there  are  many  examples  of  exculpatory  contracts. 

The  guidelines  do  not  require  that  the  subject  be  informed  of  an 
institutional  obligation  for  harm  done  to  subjects  and  dp  not  even 
make  clear  that  any  such  obligation  exists. 

Senator  Kennedy.  To  whom  can  the  harmed  subject  look  for  any 
kind  of  recourse  ? 

Dr.  Veatch.  At  the  moment,  a  very  good  lawyer,  if  he  happens  to 
have  one. 
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In  reality,  it  seems  apparent  that  the  typical  subject-  may  not  even 
know  he  has  been  harmed  by  the  research,  let  alone  know  how  to 
pursue  it  through  the  legal  system  in  our  society. 

Senator  Kennedy.  He  does  not  even  know  he  is  involved  in  an 
experiment,  and  then  he  gets  harmed,  and  he  does  not  really  stand 
much  of  a  chance  to  do  very  much  about  it,  does  he  ? 

Dr.  Veatch.  At  the  moment,  that  is  the  case. 

Experiment  9. — One  clinical  trial  raising  the  question  of  the  obliga- 
tion for  harm  done  involved  2,932  women  from  five  clinics  and  one 
physician's  private  practice.  The  majority  of  these  women  were  medi- 
cally indigent.  According  to  the  researcher,  the  women  "agreed  to  use 
vaginal  foam  as  their  only  method  of  contraception  while  they  par- 
ticipated in  this  investigation."  Vaginal  contraceptive  foam  is  well 
known  to  be  a  particularly  unreliable  method  of  birth  control.  The 
present  study  tested  a  newly  developed  dispenser.  The  results  included 
94  pregnancies  or  a  pregnancy  rate  of  3.98  per  hundred  women  years 
of  exposure. 

Experiment  10.  An  experiment  raising  similar  questions  was  con- 
ducted on  Latin  American  women  in  a  study  supported  by  an  Ameri- 
can funding  agency.  In  this  study  megestrol  acetate  capsules  20  mm. 
in  length  were  implanted  in  a  single  implant  under  the  skin  of  the 
forearm  to  test  the  effectiveness  of  this  drug  as  a  long-term  contracep- 
tive implant.  In  the  group  of  262  women,  48  pregnancies  resulted  in- 
cluding six  which  were  ectopic. 

We  have  in  our  files  published  reports  of  hundreds  of  similar  ex- 
perimental pregnancies. 

To  my  knowledge,  no  researcher,  including  the  experimenters  in  the 
famous  San  Antonio  experiment,  has  ever  accepted  responsibility 
for  the  harm  done  in  the  form  of  an  unwanted  pregnancy. 

A  thorough  search  would  certainly  produce  hundreds  and  perhaps 
thousands  more.  These  studies  together  with  other  published  and  un- 
published reports  of  harm  done  during  experimental  tests  raise  the 
question  of  the  researcher's  obligation.  We  propose  for  consideration 
that  as  a  matter  of  policy  the  funding  agency  or  highest  level  of  in- 
stitutional sponsorship  be  clearly  obligated  for  such  consequences  of 
research  and  that  this  be  clearly  made  known  to  subjects  of  research 
during  the  consent  procedure. 

Experiment  11.  Another  study  may  not  have  involved  physical  harm 
to  patients,  but  may  well  have  subjected  them  to  legal  and  psycholo- 
gical risks  without  their  consent,  Researchers  at  an  open-ward  volun- 
tary psychiatric  hospital  were  interested  in  the  extent  to  which  young 
patients  were  engaged  in  covert  drug  abuse.  In  332  patients  serial  urine 
analyses  were  performed  weekly  for  an  average  of  27  weeks  "under 
the  guise  of  a  statistical  survey  of  urinary  creatinine."  The  researchers 
state  that  "the  urine  analytic  data  were  kept  completely  secret  from 
all  other  members  of  the  staff,  and  at  no  time  were  the  patients  or 
staff" — and  that  includes  the  physicians  caring  for  these  patients — 
"aware  that  the  urine  samples  were  being  monitored  for  abusable 
drugs."  This  research  was  supported  by,  in  part,  a  grant  from  the  Na- 
tional Institute  of  Mental  Health. 
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THE   PERVASIVENESS   OF   HUMAN   EXPERIMENTATION 

Experiment  12.  The  highly  publicized  experiments  involving  hu- 
man subjects  may  give  the  erroneous  impression  that  such  procedures 
raising  ethical  questions  are  rare  and  involve  only  bizarre  procedures. 
A  final  study  indicates  that  this  is  not  the  case. 

In  this  research,  presented  at  a  professional  meeting,  41,119  patients 
enrolled  in  a  major  group  health  plan  were  given  a  test  for  pain 
tolerance  as  part  of  their  regular  checkup.  The  subjects  were  told  it  was 
a  test  for  "pressure  tolerance."  Each  subject  placed  his  heel  in  a 
vise-like  machine  and  was  instructed  to  stand  the  pressure  as  long  as  He 
could.  Researchers  then  compared  age,  sex,  and  racial  differences  in 
pain  tolerance. 

This  is  a  relatively  simple  procedure.  Similar  simple  tests  are  con- 
ducted in  clinical  settings,  at  times  without  formal  review. 

Senator  Kennedy.  What  would  you  do  with  that  knowledge? 

Dr.  Veatch.  The  researchers  in  their  first  paper  on  this  made  ob- 
servations about  racial,  ethnic,  sex  differences  in  the  pain  threshold. 
They  were  able  to  observe,  for  instance,  that  one  sex  had  a  higher 
pain  threshold  than  the  other  sex. 

Senator  Kennedy.  Do  not  tell  me  which  one. 

TLaughter.] 

Dr.  Veatch.  It  is,  I  suppose,  of  scientific  and  academic  interest.  The 
point  is  that  this  was  done  by  a  reputable  major  group  health  pro- 
vider as  part  of  a  checkup  for  41,000  patients,  which  was  an  incredibly 
large  sample. 

Although  the  pain  was  not  severe,  and  we  may  write  it  off,  it  is  the 
kind  of  thing  that  can  be  done  on  a  very  massive  scale. 

In  some  cases,  experimenters  may  not  even  conceive  of  what  they 
are  doing  as  an  experiment.  The  problem,  then,  is  one  of  developing 
mechanisms  for  consent  and  review  which  give  greater  assurance  to 
the  subject  that  his  right  and  interests  will  be  protected. 

These  experiments  strongly  suggest  that  the  mechanisms  now  avail- 
able are  inadequate  to  the  problem.  The  typical  researcher  may  well 
be  benevolently  motivated  and  indeed  do  a  good  job  of  getting  reason- 
ably informed  consent  from  his  subject  and  protecting  the  subject's 
interests.  That  simply  is  not  good  enough,  however.  That  experiments 
such  as  those  described  here  can  be  performed  and  be  published  with- 
in the  last  few  years  means  that  we  simply  must  intervene  to  guard 
the  welfare  of  the  citizens. 

We  can  no  longer  tolerate  a  situation  in  which  a  citizen,  altruistically 
motivated  to  participate  in  research,  may  be  subjected  to  grave  and 
undisclosed  risks. 

The  immediate  establishment  of  a  governmental  committee  to  for- 
mulate rigorous  procedures  to  insure  reasonably  informed  consent  and 
review  is  the  minimum  that  is  called  for.  This  might  well  be  one  of  the 
functions  of  the  proposed  National  Advisory  Commission  on  Health 
Science  and  Society.  Even  more  effective  would  be  a  special  commit- 
tee with  this  as  its  sole  task.  The  committee  should  include  a  substan- 
tial majority  of  individuals  who  are  in  no  way  associated  with  bio- 
medical research. 
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The  first  priority  of  this  committee  ought  to  be  the  refinement  of 
consent  procedures  discussed  above,  including  the  requiring  of  in- 
formation on  (1)  the  possibdity  of  receiving  placeboes,  (2)  institu- 
tional responsibility  for  harm  done,  and  (3)  commitment  to  provide 
effective  therapy  to  members  of  control  groups.  This  committee  ought 
to  develop  procedures  requiring  such  informed  consent  from  all  sub- 
jects or  their  guardians — not  simply  those  falling  under  HEW  guide- 
lines. 

The  committee  ought  also  to  develop  new  mechanisms  for  research 
review.  One  of  the  great  problems  of  peer  review  as  we  know  it  today 
is  that  even  when  it  is  used  in  a  serious  way — which  happens  all  too 
rarely — it  is  the  peers  of  the  researchers  and  not  the  peers  of  the 
subjects  who  are  asked  to  evaluate  the  ethical  acceptability  of  the 
proposed  research. 

It  is  simply  too  much  to  ask  individuals  uniquely  committed  to 
the  importance  of  medical  research  to  judge  the  ethical  acceptability  of 
their  colleagues'  work  in  a  disinterested  manner.  New  and  niore  public 
mechanisms  are  needed  to  assure  subjects  that  their  ethical  and  legal 
rights  will  not  be  violated  by  the  minority  of  researchers  who  are 
misguided  or  irresponsible  in  their  judgment  of  a  person's  welfare. 

I  would  be  happy  to  answer  questions. 

Senator  Kennedy.  How  many  of  the  medical  schools  have  faculty 
members  who  are  well  versed  in  medical  ethics  ? 

Dr.  Veatch.  As  part  of  a  program  in  medical  ethics  at  the  Institute 
of  Society,  Ethics  and  the  Life  Sciences,  I  have  conducted  a  survey 
of  all  the  medical  schools  regarding  medical  ethics  teaching. 

It  is  very  difficult  to  define  what  medical  ethics  is ;  but  I  would  say 
that  figuring  generously,  there  are  15  schools  who  have  at  least  a  half- 
time  person  who  would  identify  as  a  medical  ethicist.  Certainly  not 
more  than  that. 

Senator  Kennedy.  What  kind  of  education  do  young  medical  stu- 
dents receive  in  this  ? 

Dr.  Veatch.  We  have  also  attempted  to  establish  this  in  the  survey. 
If  you  ask  any  given  dean  of  a  medical  school,  he  will  say  there  is 
some  place  where  medical  ethics  is  taught.  They  may  have  talked 
about  it  one  night  during  the  first  year,  or  something  to  that  effect. 

There  are  approximately  30  schools  that  offer  an  elective  course  in 
medical  ethics  taken  by  various  members  of  medical  students. 

There  are  no  more  than  eight  schools  that  have  a  normal  program 
to  be  called  a  medical  ethics  program. 

Senator  Kennedy.  Do  you  remember  what  they  are  ? 

Dr.  Veatch.  What  the  schools  are  ? 

Senator  Kennedy.  Yes. 

Dr.  Veatch.  They  would  include  the  experimental  program  at  Har- 
vard, the  program  at  Georgetown,  which  is  affiliated  with  the  medical 
school,  and  where  courses  are  also  offered. 

There  is  an  experimental  teaching  program  at  Case  Western  Reserve. 
Our  institute  jointly  sponsored  a  program  at  the  Columbia  College  of 
Physicians  and  Surgeons.  The  Medical  College  of  Georgia  has  a  two- 
man  faculty.  Penn  Stato  at  Hershev  has  a  Humanities  Department  as 
does  the  State  University  of  New  York  at  Stonybrook. 

I  think  that  summarizes  the  major  efforts. 
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Senator,  I  would  emphasize  that  even  in  these  schools  where  there 
is  a  conscious  and  systematic  effort,  I  am  not  convinced  that  medical 
ethics  teaching  is  the  answer  to  stopping  the  kind  of  experimentation 
which  is  taking  place  by  a  minority  of  individuals,  even  if  there  is 
the  best  quality  medical  education  in  this  area. 

Senator  Kennedy.  Do  you  think  there  are  any  circumstances  at  all  in 
which  a  patient  ought  to  be  included  in  experiments,  in  studies,  and 
not  know  he  is  in  fact  enrolled  in  such  a  study  ? 

Dr.  Veatch.  In  the  case  of  a  competent  and  conscious  patient,  I 
can  conceive  of  no  such  study. 

In  the  case  of  patients  needing  therapeutic  treatment,  which  may 
be  experimental,  who  would  be  either  children  or  perhaps  comatose 
patients,  I  can  conceive  of  cases  where  adequate  consent  from  a  legal 
guardian  would  be  acceptable.  We  may  haATe  to  bring  young  children 
into  an  experimental  procedure  for  therapeutic  purposes. 

Senator  Kennedy.  How  did  some  of  these  experiments  get  through 
the  institutional  review  committees?  Do  not  most  of  the  university 
centers  have  those  ? 

Dr.  Veatch.  I  think  it  is  fair  to  say  that  most  centers  have  some 
sort  of  review.  Dr.  Barber  has  the  best  and  most  up-to-date  data  on 
that.  Perhaps  that  could  be  asked  him. 

However,  many  of  these  studies  were  not  done  in  a  university  or 
major  teaching  hospital  setting  at  all.  Some  of  them  were  funded  by 
drug  companies,  done  in  private  research  centers,  and  even  in  the  case 
where  there  is  an  institutional  review,  I  am  very  pessimistic  about 
the  quality  of  review  that  goes  on. 

After  all,  the  review  procedure  involves  the  asking  friends  and 
long-term  colleagues  to  give  a  vote  of  approval.  I  participated  in  one 
such  review,  and  it  came  to  the  point  of  asking,  "Well,  shall  we  let 
John  do  his  research?"  As  old  friends,  it  is  very  difficult  to  provide 
disinterested  and  critical  review  of  the  study. 

Senator  Kennedy.  What  are  you  going  to  do  about  that? 

Dr.  Veatch.  I  am  hoping  that  a  committee  such  as  the  one  that  I 
have  suggested  would  give  these  problems  thorough  examination.  I 
think  the  value  of  the  peer  review  procedure  has  been  greatly  over 
emphasized.  We  need  review  mechanisms  that  are  not  dependent  upon 
institutional  peer  review  as  the  sole  mechanism  of  reviewing  the 
ethics  of  research  being  proposed. 

Certainly  the  scientific  merits  of  scientific  proposals  might  be  effec- 
tively reviewed  by  one's  colleagues,  even  though  then  I  have  some 
doubt  about  the  objectivity  of  the  review,  but  there  is  no  reason 
one's  peers  in  a  local  institution  are  either  qualified  or  disinterested 
in  the  review  of  the  ethical  and  social  implications  of  the  research. 

Senator  Kennedy.  What  are  the  remedies  available  to  people  who 
are  involved  in  these  experiments  and  are  harmed  by  them? 

Dr.  Veatch.  At  the  moment,  as  I  indicated  before,  unless  there 
is  goodwill  and  one  happens  to  know  that  he  has  been  harmed  and 
appeals  to  the  goodness  of  the  researcher,  the  only  mechanism  is  the 
traditional  legal  suit,  which  requires,  first  of  all,  knowledge  of  the 
system  and  access  to  a  lawyer. 

Senator  Kennedy.  That  is  not  very  much. 
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Dr.  Veatch.  It  is  not  very  much,  particularly  for  a  group  of  pa- 
tients who  tend  to  be  subjects,  who  are  not  often  well  acquainted  with 
either  lawyers  or  legal  procedures. 

We  are  also  harmed  here  by  the  well-recognized  principle  of  medical 
ethics,  that  the  researcher  will  not  release  the  identity,  the  names  of 
his  subjects.  So  even  though  we  know  a  subject  is  harmed,  we  cannot 
always  get  to  him  to  provide  legal  counsel. 

Senator  Kennedy.  Senator  Javits  would  be  interested  in  your  rec- 
ommendations to  overcome  research  problems  which  you  have  indi- 
cated in  your  testimony.  Much  of  his  bill,  S.  78,  is  addressed  to  the 
placebo  and  information  concerning  obligation  for  harm. 

Maybe  you  can  submit  something  on  that  to  him. 

Dr.  Veatch.  Yes.  I  am  familiar  with  last  year's  proposal.  I  do  not 
know  how  this  year's  relates  to  it. 

One  problem,  at  least  with  last  year's  bill,  was  that  it  still  limited 
control  to  only  federally  funded  research.  There  is  a  great  deal  that 
goes  on  that  is  not  funded  through  Federal  mechanisms. 

Senator  Kennedy.  Thank  you  very  much. 

At  this  time  I  order  printed  in  the  record  all  pertinent  material  sub- 
mitted in  conjunction  with  this  hearing. 

[The  following  was  subsequently  supplied  for  the  record :] 
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The  subject  of  adverse  drug  reactions  has  recently  received  national  attention 
as  a  result  of  two  articles,  by  Morton  Mintz  of  the  Washington  Post  and  Judith 
Randall  of  the  Washington  Star.   The  stories  were  based  on  a  press  release 
issued  December  17  from  the  office  of  Senator  Edward  M.  Kennedy  (D-Mass.). 

The  release  publicizes  the  findings  of  a  recent  study  entitled  "Drug  Utiliza- 
tion and  Peer  Review  in  San  Joaquin/'  by  Robert  B.  Talley,  M.D.,  and  Mark  F. 
Laventurier.   It  includes  a  number  of  alarming  items,  most  of  which  are  in 
conflict  with  information  available  from  other  sources.   These  items  cover 
two  subjects:   (1)   Data  on  adverse  effects,   (2)   Comments  on  drug  inter- 
actions. 

ADVERSE  EFFECTS 


Talley  and  Laventurier 


This  report 


(1)  Adverse  drug  reactions  are 

reported  to  occur  in  about  15 
per  cent  of  all  patients  in  a 
medical  service. 


(1)  Adverse  drug  reactions  are 

reported  to  occur  in  about  15 
per  cent  of  all  patients  in  a 
medical  service,  and  in  about 
6  per  cent  of  patients  in  an 
entire  hospital. ^  Other  studies 
suggest  considerably  lower  rates. 


(2)  An  adverse  drug  reaction  in- 
creases the  length  of  hospita- 
lization, on  the  average,  by 
about  100  per  cent. 


(2)  An  adverse  drug  reaction  in- 
creases the  length  of  hospita- 
lization, on  the  average,  by 
about  20  per  cent. 


(3)  About  80  per  cent  of  adverse 
drug  reactions  may  be  pre- 
ventable. 


(3)  About  20  per  cent  of  adverse 
drug  reac 
ventable. 


drug  reactions  may  be  pre- 
7 
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(4)   Costs  of  hospitalization  may  be 
estimated  at  $90  per  day. 


(4)   Costs  of  hospitalization  n 
estimated  at  $90  per  day. 


(5)   Therefore,  a  large  sum  of  money 
(unspecified,  of  the  order  of 
$1  billion)  may  be  saved  in  hos- 
pital costs  alone  by  proper  uti- 
lization and  control.' 


(5)   Therefore,   '^out  $50  million 

may  be  saved  in  hospital  costs 
alone  by  proper  utilization 
and  control. 


& 


(6)  Modern  therapeutic  agents  have 
created  the  "formidable  health 
problem"  of  drug  reactions.   New 
drug  introduction  worsens  the 
adverse  reaction  rate. 


(6)   Over  half  of  all  adverse  reactions 
are  caused  by  "old"  drugs  such  as 
digoxin  and  quinidine.   New  drug 
development  improves  the  adverse 
reaction  rate. 


(7)  Adverse  reactions  account  for 

4  to  7  per  cent,  or  about  5  per 

q 
cent,  of  all  hospital  admission.7 


(7)  Adverse  reactions  account  for 
0.1  to  1.3  per  cent,  or  about 
0.5  per  cent,  of  all  hospital 

Q 

admissions . 


(8)   There  are  approximately  1.5  mil- 
lion hospital  admissions  per  year 
due  to  adverse  drug  reactions. 


10 


(8)   There  are  at  the  most   150,000 
hospital  admissions  per  year  due 
to  drug  reactions,  or  much  less. 


10 


(9)   Thus  12  million  patient  days  are 
directly  attributable  to  adverse 
drug  reactions  for  which  patients 
are  admitted. 


(9)   Thus  1.2  million  patient  days  are 
directly  attributable  to  adverse 
drug  reactions  for  which  patients 
are  admitted. 


(Id)  $1.1  billion  in  hospitalization 
costs  are  directly  attributable 
to  adverse  drug  reactions  for 
which  patients  were  admitted. 


(10)  $110  million  in  hospitalization 
costs  are  directly  attributable 
to  adverse  drug  reactions  for 
which  patients  were  admitted. 
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(11)  80  per  cent,  or  $880  million, 
may  be  preventable  by  proper 
usage. 


(11)  20  per  cent,  or  $22  million, 
may  be  preventable  by  proper 
usage. 1U 


(12)  Summing  items  (5)  and  (10),  a 
grand  total  of  $1.2  to  1.8 
billion  can  conservatively  be 
saved  in  hospital  costs  alone 
by  proper  drug  utilization  and 
control. 


(12)  Summing  items  (5)  and  (10),  a 
grand  total  of  $72  million 
annually  can  possibly  be  saved 
in  hospital  costs  alone  by 
proper  drug  utilization  and 
control . 


(13)   Deaths    from  adverse   drug  re- 
actions  are   about   30,000  a 


year. 


11 


(13)  Deaths  from  adverse  drug  re- 
actions are  about  20,000  a 
at  most,  or  much  less.l 


(14)  80  per  cent  of  these,  or  24,000 
deaths  per  year,  may  be  pre- 
ventable. 


(14)  20  per  cent  of  these,  or  4,000 
deaths  per  year,  may  be  pre- 
ventable. 


(15)  One  in  four  adverse  drug  reactions  (15)  One  in  40  adverse  drug  reactions 

results  from  undesirable  drug  results  from  undesirable  drug 

19  13   14 

interaction.1^  interaction.  > 


(16)  Deaths  from  undesirable  drug  in- 
teractions may  be  estimated  at 
7,500  per  year. 


(16)  Deaths  from  undesirable  drug  in- 
teractions may  be  estimated  at 
500  per  year. 


DRUG  INTERACTION 


The  figures,  it  seems,  are  grossly  exaggerated.   This  is  unfortunate,  for  even 
500  deaths  a  year  from  drug  interaction  are  500  deaths  too  many,  and  by  this 
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carelessness  the  real  message  of  drug  interaction  studies  and  of  the  Talley- 
Laventurier  paper  may  be  lost. 

For  one  thing,  there  is  no  evidence  in  their  study  to  prop  up  the  fe: 
figures  cited  above.   There  are  in  it  no  data  on  adverse  reactions  di. 
drug  interactions.   Dr.  Talley  and  Mr.  Laventurier  explicitly  note:   '  l 
this  time,  no  attempt  has  been  made  to  determine  the  clinical  signif' 
of  these  potential  interactions  ."^ 

Furthermore,  the  press  release  from  the  office  of  Senator  Kennedy  stc   s  with 
the  statement:   "Thousands  of  people  die  and  hundreds  of  thousands  more  are 
hospitalized  each  year  as  a  result  of  adverse  drug  reactions...   One  quarter 
of  these  adverse  drug  reactions  are  caused  by  the  patient  being  told  to  take 
2  drugs  that  should  not  be  taken  together.   This  deeply  disturbing  s    Lion 
was  brought  to  my  attention  by  a  recent  study...  by  Robert  B.  ialley  and  Marc 
Laventurier." 

This  wording  gives  the  impression  that  Talley  and  Laventurier  have  n 
following  discovery:  Many  drugs  (a)  are  being  given  together,  which  (b)  are 
incompatible.   Both  parts  of  this  statement  are  incorrect:   (a)  Tall  ^ 
counted  drugs  which  were  taken  up  to  60  days  apart  —   f  you  got  a  salicylate 
two  months  ago  and  an  anticoagulant  today,  then  you  were  counted  as  getting 
them  together.16   (b)   There  is  nothing  incompatible  about  the  drugs  he 
studied;   a  physician  who  properly  prescribes  an  anticoagulant  and  a  sali- 
cylate at  the  same  time  keeps  in  mind  the  effect  of  the  two  drugs  on  each 
other  and  adjusts  the  dose  accordingly. 

The  wide  dissemination  of  these  errors  is  harmful.   Without  justification, 
such  exaggerations  scare  the  patient  and  libel  the  physician.  °  And  they 
distract  attention  from  the  potential  public  health  import  of  this  new  work. 
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Dr.  Talley  and  Mr.  Laventurier  should  now  turn  from  printouts  to  physicians, 
They  may  then  find  out  whether  these  potentially  interacting  drugs  were 
properly  or  improperly  prescribed,  and  whether  there  were  more  adverse 
reactions  in  these  cases.   The  resulting  findings  will  be  less  newsworthy, 
but  more  helpful.   In  this  fashion,  their  work  can  yet  lead  to  an  actual 
improvement  in  prescription  practices. 

If  drug  interactions  represent  a  significant  public  health  problem,  then 
there  will  be  increasing  need  for  new  drug  research  and  development.   Older 
drugs  seem  to  have  an  increased  adverse  reaction  potential,   and  to  lock 
the  physician  into  therapeutic  situations  where  few  or  no  other  medicinal 
options  are  open  to  him.   Advances  in  drug  technology  may  aid  in  solving 
the  problem  of  drug  interactions  and  reactions,  by  providing  equivalent 
alternative  therapies  without  the  potential  to  interact. 

Finally,  it  should  be  emphasized  that  the  figures  on  incidence  of  adverse 
drug  reactions  cited  by  Talley  and  Laventurier,  and  the  figures  cited  in 
this  report,  are  all  based  on  extrapolations.   The  knowledge  base  for 
accurate  estimates  in  this  field  has  not  as  yet  been  developed,  and  further 
work  may  show  that  all  these  extrapolations  lead  to  grossly  excessive  ideas 
of  the  morbidity  and  mortality  from  side  effects. 
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FOOTNOTES   | 


(1)   Incidence  of  ADR  (adverse  drug  reactions)  on  medical  wards:   The  reports  of  this  rate 

vary  widely.   The  highest  incidence  of  adverse  drug  reactions,  35  per  cent,  is  reported 
by  Borda  et  al  (1968).   However,  only  70  per  cent  of  these  were  thought  "definitely"  or 
"probably"  due  to  the  drug  implicated,  so  that  the  confirmed  ADR  rate  falls  to  24  per 
cent.   Borda  et  al,  working  at  the  Lemuel  Shattuck  Hospital,  Boston,  state  that  this 
high  figure  "may  partly  be  due  to  the  collecting  system,  but  the  ^relatively  long 
hospitalization,  the  chronic  illness  of  these  patients,  the  multiplicity  of  drugs  used, 
and  the  careful  surveillance  of  patients  could  also  be  responsible  for  the  observed 
higher  incidence."   Later,  Slone  et  al  (1969),  again  studying  the  medical  wards  of  the 
Lemuel  Shattuck  Hospital,  reported  an  ADR  rate  of  31  per  cent. 

Other  reports  include  those  of  Bergman  et  al,  Veterans  Administration  Hospital,  Iowa 
City  (1971)  (21  per  cent);   Ogilvie  et  al  (1967),  Montreal  General  Hospital  (18  per 
cent);   Simmons  et  al  (1968),  University  of  Western  Ontario  (18  per  cent);   Hurwitz 
and  Wade  (1969),  Belfast  City  Hospital  (16  per  cent,  medical  wards  only);   Hoddinott 
et  al  (1967),  University  of  Western  Ontario  (15  per  cent,  plus  16  per  cent  medication 
errors,  mostly  omission  of  a  prescribed  drug);   Schimmel  (1964),  Grace-New  Haven  Com- 
munity Hospital  (10  per  cent,  plus  10  per  cent  non-drug  noxious  episodes  such  as  trans- 
fusion reactions). 

The  most  widely  cited  study  of  adverse  reactions  is  that  of  Seidl,  Thornton  and  Cluff 
(1965).   On  the  medical  service  of  the  Johns  Hopkins  Hospital,  they  report  that  "pa- 
tients are  given  many  drugs  when  hospitalized,  and  at  least  15  per  cent  develop  adverse 
reactions,  ranging  from  incidental  to  fatal  ones."  A  later  report  from  the  same  group 
(Smith  1966)  shows  an  incidence  rate  of  11  per  cent,  because  the  investigators  decided 
to  exclude  mild  reactions  (nausea,  diarrhea)  which  may  not  be  due  to  drugs  at  all. 
However,  the  earlier  figure  of  15  per  cent  has  received  considerable  currency,  and  it 
may  be  considered  valid  at  this  time. 


(2)   High-risk  wards:   When  a  patient  enters  a  hospital,  he  may  be  directed  to  the  medical 

ward  if  he  is  under  the  care  of  a  specialist  in  internal  medicine,  to  the  surgical  ward 
if  he  requires  surgery,  and  so  on.   Potent  drugs  will  be  used  much  more  frequently  on 
a  medical  ward,  where  they  constitute  the  main  method  of  treatment,  than  elsewhere. 
The  ADR  rate  will  therefore  also  be  highest  on  the  medical  ward.   It  is  as  wrong  to 
say  that  15  per  cent  of  patients  admitted  to  hospital  are  likely  to  have  an  adverse 
reaction  to  drugs,  as  it  is  to  say  that  100  per  cent  of  patients  are  likely  to  be 
pregnant  —  both  are  true  only  on  the  medical  and  the  obstetrical  wards,  respectively. 
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As  Reidenberg  (1968R)  notes,  the  population  of  the  entire  hospital  includes  both  a 
population  at  "high  risk"  for  adverse  drug  reactions,  the  patients  on  medical  services 
who  are  sick  and  often  receive  many  medications;   and  "low  risk"  groups  such  as  healthy 
postpartum  women  and  elective  surgery  patients.   And  Seidl  et  al  (1965)  point  out  that 
on  a  medical  service,  particularly  during  the  first  few  days,  "the  patient  is  usually 
acutely  ill,  subject  to  the  intensive  diagnostic  and  therapeutic  endeavors  of  the 
staff  --  and  at  risk  to  more  procedures  and  drugs  given  simultaneously." 

The  actual  incidence  of  adverse  effects  on  different  wards  has  been  studied  by  Hurwitz 
and  Wade  (1969).   They  obtained  figures  of  16  per  cent  for  medical,  8  per  cent  for 
dermatological,  3  per  cent  for  surgical,  and  2  per  cent  for  psychiatric  wards.   At 
the  Johns  Hopkins  Hospital,  there  are  about  32,700  admissions  per  year,  of  which 
6,700  (20  per  cent)  are  to  the  medical  ward.   Most  of  the  other  admissions  are  for 
surgery  or  the  various  surgical  specialties.   If  we  assign  an  average  reaction  rate  of 
15  per  cent  to  the  medical  and  4  per  cent  to  the  other  wards,  we  arrive  at  an  over-all 
adverse  reaction  rate  of  about  6  per  cent. 

The  low  incidence  of  ADR's  on  surgical  wards  is  not  due  to  under-reporting.   More 
surgeons  than  internists  have  been  found  to  make  "false-positive"  adverse  reaction 
reports  (Koch-Weser  1969),  i.e.  they  tend  to  over-report  rather  than  under-report . 


(3)   Low  rates  of  adverse  reactions:   Only  two  large-scale  studies  of  entire  hospitals  are 
available,  and  both  are  retrospective  studies,  i.e.  studies  in  which  patients  are  not 
examined  daily  to  find  out  if  they  have  an  adverse  reaction,  but  in  which  reports  of 
adverse  drug  reactions  are  received  from  physicians. 

First,  MacDonald  and  MacKay  (1964),  Mary  Fletcher  Hospital,  Burlington,  found  98  re- 
actions for  9,600  admissions,  or  about  1  per  cent.   The  second  study  was  reported  by 
the  Drug  Reactions  Registry  Subcommittee  of  the  Greater  Philadelphia  Committee  for 
Medical  Pharmaceutical  Science  (Reidenberg  1968R).   They  reviewed  reports  of  adverse 
reactions  in  the  five  medical  school  hospitals  in  Philadelphia  for  a  period,  of  two 
years.   There  were  772  reactions  for  172,200  admissions,  or  about  0.5  per  cent. 

With  prospective  studies  yielding  a  6  per  cent  rate,  and  retrospective  studies  about 
a  tenth  as  much,  the  true  value  of  the  adverse  reaction  rate  is  likely  to  lie  between 
these  two.   A  value  of  about  0.5  per  cent  is  likely  to  be  3  times  too  low  because  of 
under-reporting  (Sidel  1967).   A  value  of  6  per  cent  is  likely  to  be  2  times  too  high 
because  of  the  fact  that  people  not  taking  drugs  are  likely  to  report  symptoms  just 
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like  those  of  side  effects  (Reidenberg  1968A)  (Editorial  1969).   As  Gardner  and  Cluff 
(1970)  show,  "a  legitimate  criticism  of  the  epidemiological  studies  reported  to  date 
is  the  absence  of  adequate  control  data  showing  the  incidence  of  manifestations  of 
illness  similar  to  those  caused  by  drugs  but  occurring  in  patients  not  receiving  drugs.' 

It  can  be  predicted,  therefore,  that  when  ADR  studies  are  done  with  the  proper  safe- 
guards, the  true  level  of  adverse  reactions  will  be  found  between  2  and  3  per  cent  of 
hospital  admissions.   Proper  safeguards  include:   (a)  Prospective  and  not  retrospective 
study;   (b)   Entire  hospital  and  not  selected  wards;   (c)   Subtraction  of  incidence  of 
"adverse  reactions"  in  patients  not  receiving  drugs  (control  group). 


(4)   Doubling  of  hospital  stay:   Talley  (1972D)  speaks  of  "the  prolonged  hospital  stays 

which  have  been  documented  as  being  doubled,"  but  gives  no  documentation  on  this  point. 
Gardner  and  Cluff  (1970)  state  that  "a  detailed  cost  analysis  of  the  morbidity  due  to 
adverse  drug  reactions  has  not  been  published,  but  it  seems  clear  that  the  effect  on 
hospital  expenses  is  significant." 

Melmon  (1971)  states  that  the  use  of  modern  therapeutic  agents  "has  also  created  a 
formidable  health  problem:   18  to  30  per  cent  of  all  hospitalized  patients  have  a  drug 
reaction,  and  the  duration  of  their  hospitalization  is  about  doubled  as  a  consequence." 
The  first  half  of  this  statement  is  inflated  by  a  factor  of  5,  as  we  have  just  seen. 
In  the  second  half,  the  doubling  of  hospital  time,  Melmon  cites  Seidl  et  al  (1966S), 
Hoddinott  et  al  (1967),  Schimmel  (1964),  and  Ogilvie  and  Ruedy  (1967).   These  citations 
are  inaccurate. 

Seidl  et  al  report  that  the  average  duration  of  hospital  stay  was  21  days  for  patients 
with,  and  14  days  for  patients  without  ADR.   But  nowhere  do  they  indicate  that  this  pro- 
longed stay  is  in  consequence  of  the  ADR;   on  the  contrary,  they  indicate  elsewhere  that 
in  only  one-half  the  reactions  was  there  need  to  prolong  hospitalization  by  at  least 
one  day. 

The  paper  by  Hoddinott  et  al  sounds  as  if,  in  1967,  they  had  been  aware  that  four  years 
later  Melmon  would  misinterpret  their  findings  by  saying  that  hospitalization  is  in- 
creased as  a  consequence  of  drug  reactions.   They  state: 

"In  the  present  study,  patients  who  suffered  reactions  were  observed  in  hospital  for 
a  period  of  about  50  per  cent  longer  than  the  average  hospital  stay  of  all  patients. 
In  retrospect,  we  perhaps  should  have  asked  the  doctors  whether  they  believed  that  the 
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reaction  prolonged  the  patients'  stay.   This  was  not  done  and  one  can  only  speculate 
that  (a)  the  reaction  may  have  prolonged  the  stay,  or  (b)  the  patients  may  have  stayed 
longer  for  other  reasons  and  were  thus  exposed  for  a  longer  period,  or  (c)  their  ob- 
servation period  was  longer  and  thus  there  was  more  chance  of  observing  a  reaction. 
The  fact  that  patients  involved  in  errors  were  observed  as  long  as  those  with  reac- 
tions (20.4  and  20.8  days,  respectively)  suggests  that  the  length  of  the  observation 
period  is  the  main  factor  leading  to  the  detection  of  these  reactions. 

The  reports  by  Schimmel  and  by  Ogilvie  are  discussed  below. 


(5)  Lengthening  of  hospital  stay:   The  hospital  stay  of  patients  with  ADR's  is  longer  than 
that  of  patients  without,  but  it  is  not  the  adverse  effect  which  leads  to  the  longer 
stay;   on  the  contrary,  the  longer  stay  leads  to  the  adverse  effect. 

Ogilvie  and  Ruedy  (1967),  for  example,  find  that  patients  who  experienced  ADR  during 
hospitalization  stayed  21  days,  while  all  other  patients  averaged  12  days.   The  authors 
state,  however,  that  adverse  reactions  may  not  have  caused  this  prolonged  stay,  but 
rather  that  the  patients  susceptible  to  drug  reaction  were  also  patients  requiring 
longer  hospitalization.   Similarly,  Schimmel  (1964)  reports: 

"Patients  encountering  noxious  episodes  had  a  mean  total  hospitalization  of  28.7  days, 
compared  with  11.4  days  in  other  patients.  The  risk  of  having  such  episodes  seems  di- 
rectly related  to  the  length  of  time  spent  in  the  hospital." 

But  how  much  of  this  prolonged  stay  may  be  attributed  to  the  reaction  itself?  This 
can  be  determined  by  observing,  for  each  patient  with  ADR,  how  much  additional  hospi- 
talization was  caused  by  the  reaction.   The  answers  to  such  surveys  vary.   Hurwitz 
(1969P)  reports  that  patients  with  adverse  reactions  did  not  stay  in  hospital  signi- 
ficantly longer.   Borda  et  al  (1968)  state  that  12  per  cent  of  reactions  led  to  pro- 
longed hospitalization,  and  an  unpublished  study  by  Gardner  and  Watson  (Gardner  1970) 
indicates  that  48  per  cent  of  patients  experiencing  reactions  had  their  stay  extended 
for  this  reason.   Neither  of  these  reports  tells  us  by  how  long  the  stay  was  prolonged. 

In  the  absence  of  more  detailed  data,  it  seems  clear  that  the  average  prolongation  of 
hospital  stay  in  these  various  groups  is  less  than  50  per  cent,  and  more  than  zero. 
The  figure  of  20  per  cent  may  be  used  as  a  tentative  estimate. 


287 


■li- 


(6)   Preventable  drug  reactions:   Talley  (1972D)  uses  a  factor  of  80  per  cent  preventable 
drug  reactions  in  his  calculations.   In  support,  he  cites  Melmon  (1971)  as  having 
claimed  that  "70-807,  of  these  reactions  are  both  predictable  and  preventable."  Ac- 
tually, Melmon 's  opinion  is  that  "classic  reactions  take  up  less  than  20  to  30  per 
cent  of  drug  reactions;  the  remaining  70-80  per  cent  are  predictable.  Most  of  these 
are  preventable  without  compromise  of  the  therapeutic  benefits  of  the  drug."  Melmon 
is  opposed  to  our  being  a  pill-taking  society  ("a  major  cause  of  preventable  drug 
reactions  is  that  too  many  pills  are  prescribed");   but  in  spite  of  this  bias,  his 
figure  of  preventable  reactions  seems  closer  to  50  than  to  80  per  cent. 


(7)   Inevitable  drug  reactions  and  the  role  of  older  drugs:   There  is  no  question  but  that 
some  adverse  effects  of  drugs  are  preventable,  and  that  it  is  the  duty  of  both  planning 
and  practicing  physicians  to  do  all  in  their  power  to  lower  the  resulting  toll.   But 
under  the  most  favorable  circumstances,  what  reduction  of  side  effects  is  likely  to 
be  achieved? 

Seidl  et  al  (1966S)  conclude,  from  their  extensive  study  at  the  Johns  Hopkins  Hospital: 
"Some  deaths  and  life  threatening  reactions  to  drugs  could  have  been  prevented  if 
greater  attention  were  given  to  proper  notation  of  reactions  patients  had  had  previously. 
The  increased  rate  of  adverse  reactions  in  patients  who  previously  have  had  one  even 
to  different  drugs,  indicates  the  importance  of  personal  factors  influencing  predis- 
position."  No  detailed  figures  on  this  are  given,  and  it  may  be  estimated  from  other 
data  (Stewart  1971)  that  such  a  situation  might  have  preceded  10-20  per  cent  of  adverse 
reactions. 

Ogilvie  and  Ruedy  (1967)  ask:  "Whether  or  not  these  untoward  events  can  be  prevented 
is  the  most  critical  question.  Are  th^  reactions  predictable  or  are  they  for  the  most 
part  unusual  and  unexpected  reactions?"  They  reply  that  about  80  per  cent  of  the  re- 
actions in  their  study  were  pharmacologic  and  predictable,  and  that  physician  care  in 
the  use  of  drugs  should  eliminate  many  (not  most)  of  these  reactions.  It  may  there- 
fore be  concluded  that,  in  their  estimate,  about  30  per  cent  of  adverse  reactions  are 
preventable. 

The  Philadelphia  Drug  Reaction  Registry  Subcommittee  (Reidenberg  1968R),  on  the  other 
hand,  found  that  65  per  cent  of  ADR's  consisted  of  allergic  or  skin  reactions,  effects 
which  cannot  be  termed  pharmacologic  or  predictable.   If  we  now  assume  that,  at  best, 
half  of  all  other  reactions  are  preventable,  we  obtain  a  figure  of  about  20  per  cent. 
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Witts  (1965),  describing  Che  work  of  his  British  Subcommittee  on  Adverse  Reactions, 
strongly  contradicts  the  view  that  most  side  effects  are  preventable.   Discussing  re- 
ports of  unfavorable  drug  effects  in  15-20  per  cent  of  patients  admitted  to  medical 
wards  in  the  U.S.,  he  states:   "Most  of  these  unfavourable  effects,  however,  are  of  a 
type  on  which  our  committee  would  not  expect  reports.   They  are  phenomena  such  as  the 
side-effects  of  corticosteroids  or  symptoms  of  overdosage  of  anticoagulants  or  allergic 
reactions  to  penicillin,  which  are  already  well  known  and  some  of  which  are  inevitable 
when  powerful  drugs  are  used  and  optimal  doses  are  being  worked  out." 

Another  factor  interfering  with  prevention  of  adverse  effects  by  physicians  is  the 
reportedly  heavy  incidence  of  self -medication  and  drug  misuse.   Stewart  and  Cluff 
(1972)  note  that  the  percentage  of  patients  making  errors  in  the  taking  of  prescribed 
drugs  has  been  said  to  range  between  25  and  60  per  cent;   that  4  to  35  per  cent  of  pa- 
tients misuse  their  medications  in  such  a  manner  as  to  pose  serious  threats  to  health; 
and  that  in  their  own  study  a  high  percentage  of  patients  are  admitted  to  the  medical 
service  with  adverse  drug  reactions  resulting,  not  from  the  inherent  toxic  property 
or  an  idiosyncratic  reaction,  but  from  improper  use  of  the  drug.   In  addition,  Stewart 
and  Cluff  (1971)  found  that  43  per  cent  of  prescription  users  were  taking  drugs  from 
multiple  prescribers,  some  from  as  many  as  four. 

Melmon  (1971)  suggests  that  it  is  modern  therapeutic  agents  which,  in  spite  of  their 
advantages,  have  created  the  "formidable  health  problem"  of  preventable  drug  reactions. 
On  the  contrary,  most  of  the  drugs  implicated  in  the  more  serious  adverse  reactions 
are  "old"  --  such  as  cardiac  glycosides,  insulin  etc.  --  for  which  new,  good  alternative 
therapies  may  not  exist.  Ogilvie  and  Ruedy  (1967)  emphasize  this  point: 

"It  is  remarkable  that  387.  of  all  adverse  drug  reactions  in  our  patients  were  due  to 
three  agents  which  have  been  used  in  medical  practice  for  over  30  years  —  digoxin, 
quinidine  and  insulin.   If  reactions  to  other  drugs  such  as  acetylsalicylic  acid, 
phenobarbltal,  paraldehyde,  adrenalin,  heparin,  thyroid  extract  and  purgatives  are 
added,  the  percentage  of  reactions  caused  by  these  'old'  drugs  was  over  507..   The  ma- 
jority of  remaining  reactions  was  due  to  drugs  which  have  been  in  use  for  more  than 
10  years.   It  cannot  be  said  that  the  high  incidence  of  reactions  was  due  to  new  drugs 
with  which  the  medical  profession  has  had  little  experience.   Four  drugs  or  drug 
groups  —  digitalis  and  quinidine,  antimicrobials,  insulin  and  diuretics  —  caused 
607.  of  reactions." 

It  is  clear,  therefore,  that  with  most  adverse  reactions,  we  are  not  dealing  with  new, 
surprising,  or  unexpected  effects,  or  with  freshly  discovered  interactions,  but  with 
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regrettably  well  known  properties  of  the  drugs  in  question.   No  amount  of  peer  review, 
monitoring  or  publicity  is  likely  to  be  of  as  much  help  as  the  development  of  new 
technologies  in  pharmaceutical  medicine:   Newer  and  more  easily  controlled  therapeutic 
agents;  better  methods  of  standardizing  bioavailability;  and  more  sensitive  means  of 
gauging  or  predicting  patient  response. 


(8)   Cost  of  preventable  adverse  reactions:   The  dollar  cost  ascribed  to  this  type  of  pre- 
ventable adverse  reaction  by  Talley  and  Laventurier  is  not  clearly  stated.   They  esti- 
mate that  up  to  $1.8  billion  may  be  saved,  and  that  $0.9  of  this  is  allocated  to  pre- 
ventable hospital  admissions  due  to  ADR's.   It  therefore  seems  that  another  $0.9  bil- 
lion is  incurred  by  way  of  preventable  ADR's  occurring  within  hospitals. 

Actually,  using  their  own  assumptions,  Talley  and  Laventurier  might  have  indicated 
that  the  possible  saving  is  of  the  order  of  $2.7  billion,  as  the  table  below  indi- 
cates;  or  even  more,  since  they  use  the  low  figure  of  $90  hospitalization  cost  per 
day.   In  the  table,  yearly  admissions  are  taken  as  roughly  30  million,  and  average 
hospital  stay  as  8  days  (Brown  1971). 

Talley  This  report 

Admissions  (per  year)              30,000,000  30,000,000 

Adverse  effects                     4,500,000  1,800,000 

Prolongation  of  stay  (days)         36,000,000  3,600,000 

Preventable  (days)                 30,000,000  700,000 

Cost  ($)                        2,700,000,000  50,000,000 


(9)  Admission  for  reason  of  adverse  drug  reaction:    Talley  and  Laventurier  cite  the  Na- 
tional Center  for  Health  Research  and  Development  of  HEW  as  estimating  that  there  are 
approximately  1.5  million  hospital  admissions  due  to  ADR's  annually.   This  estimate 
is  not  referenced,  but  Sigell  and  Flass  (1970)  have  stated  that  "Cluff's  data  from  the 
Johns  Hopkins  Hospital  projected  nationally  suggests  that  there  are  1.5  million  hos- 
pital admissions  in  the  United  States  every  year  due  to  disorders  caused  by  drugs." 

This  refers  to  the  study  of  Seidl,  Thornton,  and  Cluff  (1965),  in  which  they  state 
that  "it  appears  that  about  5  per  cent  of  all  admissions  to  the  public  medical  ser- 
vice were  directly  caused  by  drug  reactions..."   Since  about  20  per  cent  of  admissions 
are  to  the  medical  service  (see  note  2  above),  and  since  drug  reactions  are  not  likely 
to  be  admitted  to  surgery  or  obstetrics,  we  can  estimate  that  in  the  study  of  Seidl 
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et  al,  1  per  cent  of  all  admissions  Co  Johns  Hopkins  Hospital  were  thought  to  be  due 
to  drug  reactions. 

In  a  later  study  from  the  Johns  Hopkins  Hospital  group,  however,  IS  of  900  admissions 
Co  a  medical  ward  (1.7  per  cent)  were  "admitted  specifically  because  of  a  reaction." 
This  would  indicate  a  rate  of  less  than  0.5  per  cent  for  the  entire  hospital. 

Similar  data  may  be  obtained  from  Che  study  of  Hurwitz  (1969A),  specifically  devoted 
to  admissions  to  hospitals  due  to  drugs.  Among  1,268  admissions,  there  were  27  due 
Co  self-poisoning,  6  because  of  Caking  a  drug  in  excess  of  Che  dosage  prescribed, 
19  because  of  adverse  reacCions  Co  drugs  which  were  thought  Co  be  Che  enCire  reason 
for  Che  admission,  and  12  because  of  adverse  reacCions  Co  drugs  which  were  an  im- 
portant factor  in  the  admission.   Taking  the  last  two  together,  we  have  ADR's  as 
cause  of  admission  in  2.4  per  cent  of  patients  studied;   and,  correcting  for  the 
excess  of  medical  wards  in  this  study  (see  note  2),  we  arrive  at  a  rate  of  1.2  per 
cent  for  the  whole  hospital. 

Ogilvie  and  Ruedy  (1967)  report  an  incidence  of  6.S  per  cent  of  admissions  to  a 
public  medical  service  of  patients  with  (not  necessarily  due  to)  an  adverse  effect. 
This  would  suggest  that  about  1.3  per  cent  of  admissions  to  the  entire  hospital 
fall  into  this  class. 

A  much  lower  incidence  of  adverse  reactions  due  to  drugs  or  household  chemicals 
taken  by  patients  prior  to  admission  is  reported  by  the  Philadelphia  Drug  Reaction 
Registration  Subcommittee  (Reidenberg  1968R)  —  73  of  172,200  admissions,  or  0.02 
per  cent.   This  study,  compared  to  the  others  cited,  has  the  disadvantage  of  being 
retrospective,  and  the  advantage  of  covering  5  entire  hospitals,  not  just  selected 
areas  of  one  hospital.  Applying  the  correction  factor  for  under-reporting  in  retro- 
spective studies  (see  note  3),  we  arrive  at  an  estimate  of  about  0.1  per  cent. 

These  varying  figures  are  hard  to  combine;  but  since  the  Johns  Hopkins  study  was  ori- 
ginally the  trigger  for  the  alarming  figures  cited  by  Talley,  we  may  well  take  their 
corrected  figure  of  0.5  per  cent  of  all  hospital  admissions,  or  150,000  for  the  en- 
tire country. 


(10)  Small  vs.  large  savings  estimates: 

The  calculations  leading  to  items  (7)  through  (10)  are  tabulated  below 
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Adverse  reactions  as  °L   of  hospital  admissions 
Hospital  admissions  per  year  in  U.S. 
Hospital  admissions  due  to  ADR's 
Average  hospital  stay  (days) 
Hospital  days  due  to  ADR  admissions 
Cost  per  day  of  hospitalization  ($) 
Hospital  costs  due  to  ADR  admissions 
Per  cent  preventable  (from  item  3) 
Hospital  costs  preventable  by  proper  usage 


Talley  This  report 

5.0  0.5 

30,000,000  30,000,000 

1,500,000  150,000 

8  8 

12,000,000  1,200,000 

90  90 

1,100,000,000  110,000,000 

80  20 

880,000,000  22,000,000 


(11)   Deaths  from  adverse  drug  reactions :   Talley  and  Laventurier  (1972D)  cite  an  unpublished 
estimate  by  Silverman  that  deaths  from  ADR's  are  in  the  range  of  30,000  per  year,  or 
approximately  the  same  mortality  rate  as  cancer  of  the  breast.   No  documentation  for 
this  estimate  is  provided. 

A  prospective  study  of  medical  inpatients  at  six  different  cooperating  hospitals 
(Shapiro  1971)  shows  that  in  a  series  of  6,200  consecutively  monitored  patients,  deaths 
due  to  drugs  administered  in  hospital  were  recorded  in  27  cases  (0.44  per  cent).   Ap- 
plying the  0.2  correction  to  obtain  a  value  for  all  hospital  patients  (patients  were 
transferred  to  medical  from  other  areas),  we  obtain  a  fatality  rate  of  0.1  per  cent. 

For  an  annual  admission  rate  of  30  million,  this  gives  about  30,000  deaths  a  year,  equal 
to  the  estimate  cited  by  Talley  and  Laventurier.   But  9  of  the  27  cases  reported  by 
Shapiro  et  al  represent  fatal  reactions  to  fluid  and  electrolyte  therapy.   These  are 
customarily  classed  not  with  drugs,  but  with  hospital  procedures  such  as  transfusions 
(Gardner  1970) (Hurwitz  19691) (Schimmel  1964).   The  estimate  should  therefore  be  reduced 
by  one-third,  to  give  20,000  deaths  from  adverse  drug  reactions  per  year. 


Since  this  figure  is  based  on  a  single  study  in  central  medical  locations,  other  studies 
must  be  awaited  to  gain  a  better  view  of  the  mortality  caused  by  adverse  reactions. 
High-risk  patients  may  be  preferentially  drawn  to  such  centers  than  to  less  prestigious 
facilities.   Furthermore,  yearly  deaths  ascribed  to  therapeutic  misadventure  were  160 
in  1949  and  840  in  1958  (Sheps  1962).   It  seems  hard  to  see  how,  in  14  years,  the  death 
rate  could  have  gone  up  so  far  and  so  fast. 
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(12)   High  estimate  for  drug  interactions:   Talley  and  Laventurier  (1972D)  state,  without 
documentation,  that  one  fourth  of  all  adverse  drug  reactions  result  from  drug  inter- 
actions (their  study  was  not  designed  to  elicit  any  figures  on  adverse  reactions). 
This  figure  is,  in  part,  supported  by  the  group  of  pharmacologists  at  the  Lemuel 
Shattuck  Hospital,  Boston  (Borda  1968)(Slone  1969),  who  indicate  that  in  22  per  cent 
of  patients  with  possible  adverse  reactions,  drug  interaction  ma  thought  to  have 
played  a  role  (but  not  necessarily  to  have  resulted  in  the  side  effect). 


(13)  Low  estimate  for  drug  interactions:   It  is  difficult  to  decide  whether  a  reaction  is 
due  to  a  drug  interaction  or  not.  Even  after  intensive  study,  the  exact  role  of  drug 
combinations  in  causing  reactions  is  unclear  (Smith  1966).  And  Puckett  and  Visconti 
(1971)  state  that  their  results  "suggest  that  drug-drug  interaction  may  not  be  the 
large  problem  in  hospitalized  patients  that  many  authors  have  purported." 

Puckett  and  Visconti,  Grant  Hospital,  Columbus,  screened  2,422  patients  for  potential 
drug  interactions:   113  patients  w«re  found  to  have  received  potentially  interacting 
combinations.   Only  3  of  these  were  considered  to  have  interactions  of  minor  clinical 
significance;  none  were  of  major  significance.   If  these  patients  had  the  expected  6 
per  cent  rate  of  adverse  reactions  (145  patients),  then  only  2  per  cent  of  ADR's  re- 
sulted from  undesirable  drug  interaction,  and  only  the  milder  ones  at  that. 

Ogilvie  and  Ruedy  (1967),  Montreal  General  Hospital,  carefully  distinguished  among 
different  causes  of  adverse  drug  reactions.  They  found  that  1.6  per  cent  were  "drug- 
induced,"  defined  as  the  result  of  interactions  of  drugs  producing  an  unusual  effect. 

Bergman  et  al  (1971),  Veterans  Administration  Hospital,  Iowa  City,  tabulated  113  ad- 
missions to  a  medical  ward.  There  were  24  suspected  adverse  drug  reactions,  and  3.6 
per  cent  of  these  were  thought  due  to  drug  interaction. 

Combining  these  results,  we  may  arrive  at  the  conclusion  that,  at  most,  about  2.5  per 
cent  of  ADR's  result  from  undesirable  drug  interaction.   But  how  does  this  mesh  with 
the  about  10  times  greater  incidence  reported  by  the  Lemuel  Shattuck  group? 


(14)  Polypharmacy  and  adverse  effects 
et  al  (1969),  who  state: 


The  clue  to  the  disagreement  is  provided  by  Slone 
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"In  22  per  cent  of  the  patients  with  possible  side  effects,  drug  interaction  was  thought 
to  have  played  a  role.  This  result  supports  the  hypotv3sis  that  multiple  drug  treatment 
increases  the  likelihood  of  side  effects." 

It  seems,  therefore,  that  Slone  et  al  have  been  guided  to  their  conclusions  by  the  well- 
established  fact  that  the  patient  who  gets  more  drugs  is  more  likely  to  get  an  adverse 
reaction : 

Number  of  drugs  received  by  patient 
without  ADR         with  ADR 
Bergman  et  al  (1971)                 4.4         8.0 
Hurwitz  (1969P)                     4.0         9.0 
Hoddinott  et  al  (1967)               6.3        12.5 

On  the  average,  patients  with  ADR  are  found  to  have  received  about  twice  as  many  drugs 
as  patients  without.   This  is  likely  to  be  due  to  the  following  four  factors: 

(a)  Since  each  additional  drug  given  increases  the  risk  of  side  effect, 
by  simple  arithmetic  it  can  be  shown  that  patients  with  side  effects 
may  be  expected  to  have  received  about  a  fourth  more  drugs  than  pa- 
tients without  side  effects. 

(b)  Patients  who  are  more  sick  are  more  likely  to  receive  drugs;  and 
patients  who  are  more  sick  are  more  likely  to  have  drug  effects. 
Smith  et  al  (1966):   "Patients  who  received  the  most  drugs  and  had 
drug  reactions  more  frequently  were  more  severely  ill  than  patients 
receiving  fewer  drugs,  according  to  examination  of  mortality  rates 
and  duration  of  hospitalization."  And  Ogilvie  and  Ruedy  (1967)  show 
a  very  marked  rise  in  ADR  rates  with  severity  of  illness:   Chronic 
illness,  9.0  per  cent;   acute  illness,  14  per  cent;   acute  exacer- 
bation of  chronic  illness,  32  per  cent. 

(c)  Patients  after  an  adverse  reaction  may  require  another  drug.  Hurwitz 
(1969P)  notes  that  an  antihistamine  was  usually  given  for  a  rash,  and 
sometimes  an  antibiotic  was  changed  or  new  treatment  instituted. 

(d)  Drug  interaction  may  play  a  part  in  the  small  remaining  number  of 
cases. 
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In  other  words,  Che  impression  that  drug  interaction  plays  a  great  part  in  adverse 
drug  reactions  is  due  to  a  misunderstanding  of  the  data  tabulated  above. 


(15)   Lack  of  clinical  contact:   In  more  detail,  Talley  and  Laventurier  (19721)  state,  "at 
this  time,  no  attempt  has  been  made  to  determine  the  clinical  significance  of  these 
potential  interactions...   It  must  be  emphasized  that  these  potential  interactions 
are  reported  from  computer  data  totals  only  and  further  studies  of  the  individual 
patient  profiles  will  be  needed  to  evaluate  the  clinical  significance  of  these 
identified  cases." 


(16)   Timing :   Talley  and  Laventurier  (19721)  programmed  their  computer  to  provide  informa- 
tion on  potentially  interacting  drugs  given  within  a  time  frame  of  60  days  of  each 
other,  with  one  exception  (tetracycline-antacid,  6  days).   This  rigid  approach  con- 
tradicts currently  available  knowledge.   For  example,  Garb  (1971  p.  VII)  explains: 
"Some  of  these  interactions  occur  only  when  the  two  drugs  are  administered  within 
hours  of  each  other...  and  sometimes  the  interaction  takes  place  only  after  one  of  the 
drugs  has  been  taken  for  several  weeks."   The  computer,  therefore,  should  have  been 
ad  jus.  ted  to  show  different  intervals  for  different  drug  pairs. 

A  more  conventional  approach  to  this  problem  was  used  by  Stewart  and  Cluff  (1971);  to 
record  interactions  in  their  study,  a  patient  must  have  been  or  could  have  been  taking 
two  or  more  drugs  with  similar  or  opposite  pharmacologic  effects  on  the  same  day.   And, 
studying  interactions  between  anticoagulants  and  other  drugs,  Kleinman  and  Griner  (1970) 
recorded  potential  interactions  only  if  administered  for  at  least  72  hours  concurrently 
with  warfarin. 

The  complexity  of  timing  has  been  underscored  by  an  experiment  on  the  combined  use  of 
chlorpromazine  and  hexobarbital  in  mice  (Zipf  1965).   When  one  drug  was  injected  10 
minutes  before  another,  the  two  were  antagonistic;   when  given  at  the  same  time,  they 
were  synergistic. 


(17)   Interaction,  not  incompatibility:   Talley  and  Laventurier  (1972D)  state  that  their  sys- 
tem checks  "for  physician-oriented  abuses  which  usually  involve  poor  control  of  the- 
rapy through  the  prescribing  of  too  many  drugs  in  the  same  therapeutic  category,  drugs 
which  interact,  or  too  many  drugs  for  too  large  a  cost."  This  suggests  that  they  think 
that  drugs  which  interact  should  not  be  prescribed  together  —  a  position  at  variance 
with  that  of  all  authorities  in  the  field. 
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As  Hansten  (1971  p.  1)  points  out,  and  as  others  have  pointed  out  before  him,  "the  terms 
'drug  incompatibilities'  or  'therapeutic  incompatibilities'  should  be  avoided.   Using 
the  term  'incompatible'  implies  that  two  drugs  cannot  be  given  concomitantly  to  one 
patient.   In  most  cases,  however,  the  interacting  drugs  may  both  be  given  if  appro- 
priate precautions  such  as  alterations  in  dosage,  changes  in  route  of  administration, 
or  some  similar  measure  are  taken." 

Provost,  Editor  of  the  American  Journal  of  Hospital  Pharmacy  (1969)  states:   "It  should 
be  borne  in  mind  that  all  drug  interactions  are  not  unintentional  or  undesirable... 
superficial  information  is  not  enough.   Pharmacists  must  have  knowledge  of  drug  inter- 
actions in  more  depth  and  in  better  pe  spective  than  many  practitioners  have  demonstra- 
ted.  A  little  knowledge  can  be  dangerous." 

Finally,  Hartshorn  (1970),  author  of  the  standard  Handbook  of  Drug  Interaction,  warns 
that  paper  work  without  patient  work,  as  in  the  study  of  Talley  and  Laventurier,  is 
worse  than  useless: 

"The  pharmacist,  in  communicating  information  about  interactions,  must  have  not  only 
available  the  information,  he  must  also  have  perspective  on  the  clinical  use  of  the 
drug,  the  hazard  involved,  and  a  tactful  manner  in  presenting  the  data.   Drug  inter- 
actions have  been  called  therapeutic  incompatibilities.   This  is  exactly  the  connota- 
tion that  must  be  avoided.   Drugs  which  interact  are  used  together  —  and  often  with 
no  problem.   The  important  part  is  that  the  physician  realize  that  there  is  the  po- 
tential for  an  interaction  and  the  possible  alteration  of  effect.   Very  seldom  does 
the  situation  arise  where  two  drugs  cannot  be  used  together.   Indiscretion  in  com- 
munication can  change  the  pharmacist  from  a  valuable  member  of  the  health  team  to  an 
' ignorant  pest ' ." 


(18)   Scare  stories:   A  current  indication  of  the  impact  of  sensational  news  stories  about 
adverse  drug  reactions  on  therapy  is  found  in  the  study  of  Slining  and  Emmanuel 
(1973)  .   They  noted  that  21  per  cent  of  their  diabetic  patients  improperly  discontinued 
their  medication  as  a  result  of  news  stories  in  November  1970,  regarding  the  adverse 
effect  of  oral  hypoglycemic  agents. 

Provost  (1969)  may  have  foreseen  the  present  situation  in  an  editorial  three  years  ago: 
"Many  pharmacists  have  seized  the  subject  [of  drug  interaction]  as  a  drum  to  beat 
without  acquiring  a  true  appreciation  and  understanding  of  the  significance  or  lack  of 
significance  of  drug  interactions  in  overall  drug  therapy.   In  a  sense,  then,  drug 
interactions,  despite  the  validity  of  the  subject  and  the  legitimate  interest  in  it, 
has  become  the  profession's  latest  bandwagon." 
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FACT  SHEET 

Nov.  15,  1972 

Of  all  the  national  reports  and  outcries  that  have  been  published  against 
the  use  of  Dlethylstllbestrol  (DES),  net  one  has  even  mentioned  Its  most 
potent  and  unscrupulous  use  -  as  a  "morning-after  pill"  administered  to 
women  on  a  national  scale,  on  the  suspicion  that  they  may  have  conceived, 

without  telling  them  that  it  is  a  known  potent  carcinogen,  in  lieu  or 
safer  but  less  lucrative  methods  of  post-coital  contraception. 


The  Food  and  Drug  Administration  banned  DES  in  cattle  feed  In  minute  doses 
because  of  clinical  evidence  that  OES  in  massive  doses  caused  vaginal  cancer 
in  8  women.   But  the  FDA  did  not  ban  It  for  women. 


The  Natural  Resources  Defense  Council  filed  a  lawsuit  charging  that  DES 
should  be  banned  from  cattle  feed  because  of  Its  carcinogenicity.   Tt  made 
no  mention  of  its  routine  use  on  women  at  many  thousand  times  the  dose. 
Who  does  the  Natural  Resources  Defense  Council  defend? 


A  Nader  task  force  investigated  and  reported  on  the  carcinogenicity  of  DES 
In  our  food.   To  our  knowledge  It  did  not  mention  that  hundreds  of  thousands 
of  unsuspecting  women  are  given  11,000  times  the  dose  in  the  mornir.g-aftcr- 
plll. 


The  National  Cancer  Institute  stated  at  Congressman  Fountain's  FDA  hearings 
that  it  "is  the  better  part  of  reason"  to  ban  chemical  carcinogens  from  food 
The  NCI  did  no  reasoning  at  all  about  banning  the  same  carcinogens  from 
routine  "medical"  use  on  women  in  vastly  larger  doses. 


The  National  Cancer  Institute  stated  that  2  parts  per  billion  of  DES  ir.  our 
daily  diet  was  far  too  high  a  dose  for  such  a  "spectacular  carcinogen". 
The  morning-after  pill  is  22,000  parts  per  billion  for  5  days,  and  it  is 
given  to  women  repeatedly.   DES  is  used  also  as  an  "anti-miscarriage"  drug 
and  is  given  in  dally  doses  up  to  8R/)00  parts  per  bi lllon^for  no  otl  er 
reason  than  to  Insure  a  'strong  healthy  pregnancy.1 


Cyclamatos  were  banned  by  the  FDA  because  they  caused  cancer  when  fed  to 
mice  in  massive  doses,  even  though  humans  take  cyclamates  in  in  tiny  dose.". 
DES  caused  cancer  in  mice  (and  humans)  in  tiny  doses  and  it  is  fed  to  women 
lr.  massive  doses. 

HEW  has  sought  an  end  t:o  the  Tuskegee  syphilis  study  but  it  has  not  sought 
an  end  to  DES  studies  being  done  on  women  years  after  the  f'rst  death*  nave 
been  reported. 

(Note:  See  Wade,  Nicholas,  Science,  28  July  1972;  Washington 
Correspondent,  Nature,  vol.  238,  July  14,  1972.) 
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The  Association  for  the  Advancement  of  Science  reported  in  its  Journal 
Science   on  the  unacceptable  uses  of  DES  (at  subtraceable  levels.)   It 
did  not  find  the  use  of  DES  in  vast  doses  on  women  unacceptable,  or  even 
of  note.   When  asked  to  print  this  critical  information  they  responded 
by  saying  that  they  "lacked  space."   Instead  they  printed  a  letter  con- 
demning "Women's  Lib." 


Senator  Kennedy  held  subcommittee  hearings  on  the  use  of  DES  by  farmers 
to  fatten  cattle  to  add  to  profits.   To  our  knowledge  the  hearings  did 
not  investigate  the  use  of  DES  as  a  mornlng-after-plll,  or  the  continued 
use  of  DES  in  pregnancy. 


The  National  Cancer  Institute  found  the  presence  of  .3  micrograms  of  DES 
in  a  serving  of  liver  Intolerable.   200  mg.  is  given  to  pregnant  women 
to  insure  "strong"  pregnancies.   This  is   666,666  times  the  dose  that  has 
been  banned  by  the  FDA  and  that  has  been  condemned  by  the  NCI.   Why  is 
the  medical  profession  exempt  from  the  rules  that  farmers  must  abide  by? 


The  morning-after  pill  is  a  post-coital  contraceptive.   Many  of  the  women 
who  take  it  cannot  take  birth  control  pills.   They  are  given  the  morning- 
after  pill  precisely  for  that  reason.   If  they  cannot  take  .5  mg.  of  synthetic 
estrogen  for  20  days,  why  are  they  given  50  mg.  of  synthetic  estrogen  for 
S  days,  repeatedly? 


DES  Is  given  as  an  anti-miscarriage  drug.   The  dosage  goes  progressively 
from  5  mg.  a  day  at  the  sixth  week  of  pregnancy  to  135  mg.  a  day  by  the 
thirty-fifth  week,  or  even  200  mg.  a  day.   Its  estrogenic  effects  include 
relaxing  the  uterine  muscle  and  reducing  the  possibility  of  miscarriage 
or  premature  births.   In  1970  the  FDA  supposedly  sent  notices  to  every 
physician  In  the  country  advising  against  its  usage.   Physicians*  textbooks 
still  advise  Its  use  and  pharmaceutical  companies  still  manufacture  it 
to  profits  of  millions  of  dollars  a  year.   The  FDA  also  endorsed  it  as 
"safe"  for  use  as  a  morning-af tor-pill  at  11,000  times  the  dose  it  banned. 


DES  has  resulted  in  98  reported  cases  of  vaginal  adenocarcinoma  in  the 
daughters  of  pregnant  women  to  whom  it  was  given  to  insure  a  "safe"  prog- 
nancy  and  "strong  healthy  babies."  '   No  one  knows  of  the  actual  number  of 
cases  because  physicians  do  not  knot/  what  they  are  diagnosing  and  those 
who  do  are  not  reporting  all  cases  to  the  National  Registry  of  Clear  Cell 
Adenocarcinoma  as  they  have  been  instructed  to.   The  reason  for  this  may  bj 
that  the  doctors  who  diagnose  cancer  in  the  daughters  are  the  doctors  who 
administered  it  to  the  girls*  mothers.7     Some  of  the  women  have  already 
died.  (Hcrbst) 
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•'Thousands,  perhaps  million  of  women  were  administered  DES  In  pregnancy..." 
Since  many  university  health  services  in  the  country  are  dispensing  the 
mornlng-after-pi 11  to  coeds,  we  may  assume  that  a  large  number  of  these 
coeds  have  already  been  exposed  to  DES  once  in  utero.   No  one  Is  notifying 
these  daughters  to  have  the  iodine  stain  test.   Instead  they  are  being 
given  more  DES.   Herbst  indicates  that  it  Is  possible  for  the  massive  dose 
of  DES  in  the  morning-after-pill  to  stimulate  the  growth  of  already  existent 
precancerous  cells. 


We  advised  one  coed  who  was  given  the  morning-after  pill  to  have  the  iodine 
stain  test  for  vaginal  cancer,  since  her  mother  had  been  given  DES  whil^ 
she  carried  her.   The  test  was  positive  and  she  must  undergo  operation. 
It  would  seem  "the  better  part  of  reason"  for  doctors  to  set  themselves  to 
the  task  of  testing  millions  of  daughters  for  DES- induced  cancer  rather 
than  socking  them  with  22,000  parts  per  billion  of  DES  without  so  much  as 
Inquiring  whether  they  already  have  precancerous  cells  from  in  utero  exposure, 
Physicians  know  that  even  natural  body  estrogen  in  an  inf ini tesimally  small 
dose  can  exacerbate  the  growth  of  cancer. 


Dr.  Herbst  of  Massachusetts  General  now  reports  that  DES  has  cause.*!  vaginal 
cancer  in  offspring  at  the  dosage  of  just  lh   mg.  for  just  12  days.   The 
original  98  cases  were  caused  by  doses  up  to  135  mg.  for  several  weeks. 


DES  caused  endometrial  cancer  in  5  women  who  had  gonadal  dysgenesis.   One 
woman  had  only  received  1  mg.  of  DES  for  U   days  a  week  for  5  years.   If 
women  want  to  take  in  short  term  massive  doses  (.the  morning-af ter-pi  11) 
what  has  caused  cancer  in  long-term  small  doses,  that  is  their  right. 
Federal  law  states,  however,  that  physicians  must  inform  them  of  the  side 
effects  of  this  drug.   Instead  coeds  have  been  told  DES  is  "safe  and  harm- 
less"   and  worse  yet,  physicians  have  been  told  there  are  no  adverse 
side  effects.12 

Physicians  at  the  University  of  Michigan  have  unilaterally  refused  to  tel,J 
the  1,000  women  in  their  study  that  DES  may  have  cancerous  side  effects. 
Physicians  at  Health  Services  across  the  country  are  doing  the  same.  12 
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DCS  caused  breast  cancer  in  17  males  to  whom  It  was  given  In  treatment  of 
prostate  cancer.  l3  It  was  Ineffective  In  treating  the  prostate  cancer  and 
induced  cardiovascular  disease  and  blood  clotting  as  a  side  effect.   Breast 
cancer  had  hitherto  been  an  extremely  rare  disease  In  males. 


14 
DES  is  given  to  women  to  keep  their  hair  from  falling  out  for  up  to  3  months. 

It  is  rare  indeed  for  a  doctor  to  inquire  of  a  woman  whether  she  may  be 

pregnant,  or  to  give  her  a  pregnancy  test  before  administering  a  drug. 

Pharmacologists  report  that  one  side  effect  of  DES  is  to  make  hair  fall  out. 

Why  is  DES  so  enthusiastically  endorsed  by  the  medical  profession? 


DES  Is  given  to  women,  and  pregnant  women,  for  acne. 


Dr.  Anderson  of  the  U.  of  Michigan  Health  Service  has  examined  a  young  man 
who  reports  that  his  mother  took  DES  while  she  was  carrying  him.   The  young 
man  has  a  third  nipple. 


15 

DES  has  produced  milk-giving  nipples  on  steers. 


DES  has  caused  leukemia  and  sterility  in  animals.   This  evidence  helped 
secure  its  ban  for  beef.   It  did  not  help  get  a  ban  for  its  use  on  women. 


Evidence  began  in  1965  that  DES  causes  vaginal  cancer  in  offspring  of  preg- 
nant women.   In  1970  the  use  of  DES  on  women  dramatically  Increased  in  the 
form  of  the  morning- a f tor  pill. 
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Side  effects  of  nausea,  vomiting  and  abdominal  cramps  with  the  morning- 
after  pill  are  so  severe  that  one  woman  stopped  taking  the  pill  before 
the  5  days  were  up  and  remains  pregnant,  possibly  to  bear  a  child  who 
has  vaginal  cancer.   She  was  not  warned  of  the  nausea  effects  of  DES. 


There  was  no  "follow  up"  done  on  any  of  the  women  who  were  given  the  drug 
who  responded  to  our  survey  (70  women  responded  in  2  weeks).   They  could 
all  have  remained  pregnant  after  this  dose  of  DES  which  is  far  above  the 
threshhold  needed  to  cause  cancer,  and  the  "researcher"  would  not  have 
known. 


"Post-Coital  Contraception  with  Diethylstl lbestrol"  by  Lucille  Kuchera,  M.D. 
is  the  authority  by  which  thousands  of  physicians  began  dispensing  the 
morning-after  pill.   It  establishes  the  abortifacient  efficacy  of  DES  at 
100%.   Yet  none  of  the  women  who  responded  to  our  survey  were  ever  asked  If 
they  remained  pregnant.   We  have  no  way  of  knowing,  nor  do  they,  whether 
they  were  part  of  the  "study"  or  just  women  who  received  DES  subsequent 
to  it. 


None  were  informed  of  the  known  potent  carcinogenicity  of  DES.   None  were 
questioned  as  to  whether  they  experienced  severe  side  effects.   Kuchera's 
article  states  "no  serious  side  effect  was  known..."   "45.2%  had  virtually 
no  side  reactions."  One  respondent  told  us  "I  thought  I  was  going  to  die". 
One  told  us  she  went  into  a  severe  diabetic  reaction.   One  reported  having 
to  go  to  the  hospital  twice  the  first  night  for  shots  of  Compazine. 


How  many  doctors  know  that  estrogen  can  raise  or  lower  blood  sugar  and  is 

contraindj rated  in  massive  doses  for  diabetic-prone  or  hypoglycemic- prone 

patients?  Many  respondents  in  our  survey  reported  family  histories  of 

diabetes  heart  disease  and  cancer.   One  woman  has  U   people  in  her  immediate 

family  with  cancer.   Blood  clots  were  reported.  One  with  family  history/breast  cancer 

has  positive  Pap  Smear  since  taking  the  DES.   One  has  a  positive  test 

for  vaginal  cancer  or  adenocarcinoma. 

Synthetic  or  natural  estrogen  rapidly  increases  the  growth  of  existing  cancer 
in  the  body.   It  may  act  as  an  agent  to  cause  latent  cancer  to  enter  its 
propagation  stage.   Daughters  who  had  been  subjected  to  DES  in  utero  and 
had  accumulated  DES  In  the  uterine  and  vaginal  linings  did  not  experience 
the  growth  of  adenocarcinoma  until  they  entered  puberty  and  their  own  estrogen 
flow  began. 
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Doctors  remove  the  ovaries  of  thousands  of  women  every  year  who  have  breast 
cancer  in  an  effort  to  terminate  their  natural  estrogen  supply. 


It  is  not  known  why  doctors  exhibit  such  conscientiousness  when  it  comes 
to  the  privilege  of  performing  surgery  and  so  little  conscientiousness  when 
it  comes  to  conservative  and  less  profitable  methods  of  treatment  such  as 
abstention  of  prescribing  DES  pills.    Doctors  who  are  so  anxious  to  operate 
to  decrease  a  woman's  estrogen  supply  should  desist  In  giving  precancerous 
women  massive  synthetic  estrogen  boosters   Physicians  are  aware  that  a 
woman's  family  "estrogen  profile"  serves  as  an  index  to  her  risk  of  developing 
some  types  of  cancer.   Women  with  a  family  history  of  breast  cancer  are  given 
the  morning-after- pi  11 . 


Women  who  receive  the  morning-after- pill  are  not  given  pregnancy  tests  to 
determine  if  they  are  carrying  a  4-week  embryo  from  a  previous  intercourse. 
If  the  are,  the  "morning-after  pill"  will  not  abort  this  embryo  and  that 
child  will  grow  with  the  risk  of  developing  vaginal  cancer.   The  morning- 
after  pill  is  50  times  what  is  necessary  to  produce  vaginal  cancer  in  offspring.19 


The  FDA  supposedly  advised  doctors  In  1970  not  to  give  DES  to  pregnant  women. 
And  yet  the  FDA  advised  Dr.  Anderson  of  U.  of  Michigan  Health  Service  that 
it  was  a  safe  and  legal  drug  when  used  as  a  morning-after-plll.   The  morning- 
after  pill  is  given  to  pregnant  women.   No  pregnancy  test  is  used  to  determine 
the  stage  of  that  pregnancy. 


U  of  M  doctors  stated  to  area  women  that  the  morning-after- pi  11  was  "safe  and 
harmless". 20  They  were  aware  at  the  time  they  stated  this  that  Dr.  Hertz, 
Chief  of  Endocrinology  of  the  National  Cancer  Institute  has  stated  that 
results  of  taking  DES  may  not  be  detectable  for  10  to  20  years. 

Dr.  Herbst  of  Massachusetts  General  reports  that  adenosis  is  a  condition 
conducive  to  contracting  adenocarcinoma.   He  also  stated  that  the  endometrial 
carcinomas  produced  by  DES  were  identical  to  the  vaginal  carcinomas.   The 
uterine  lining  and  the  vaginal  lining  are  similar.   Estrogen  functions  to 
overturn  these  linings  periodically.   A  massive  dose  of  synthetic  estrogen 
could  possibly  interfere  with  this  mechanism,  causing  the  aberrant  growth  of 
cells.   Women  were  not  asked  If  they  had  family  histories  of  adenosis  or 
endometriosis  which  are  conducive  to  lining  cancer. 

The  mechanism  of  action  of  the  morning-after  pill  appears  to  be  that  It 
causes  some  change  In  the  uterine  lining,  preventing  implantation.  23 
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Nearly  every  doctor  at:  the  University  of  Michigan  wants  DES  out  of  his 
meat  at  subtraceable  levels.   Not  one  doctor  at  the  University  of  Michigan 
has  come  out  against  serving  DES  up  to  women  in  massive  doses.   Not  one 
doctor  at  the  University  of  Michigan  has  supported  even  telling  women 
what  is  in  the  morning-after- pi  11.   Are  these  not  the  same  men  who  are 
all  for  "truth  in  packaging?" 


STUDIES 

U  of  M  was  able  to  get  1,000  women  to  participate  In  their  study,  not 
telling  them  DES  was  carcinogenic. 

Chicago-Lying-in  Hospital  was  able  to  get  840  women  to  participate  in  a 
DES- in- pregnancy  study  by  telling  them  It  would  give  them  strong  healthy 
babies.   They  were  given  cancer-ridden  offspring. 

U.  of  M  was  able  to  get  nursing  students  to  participate  in  another  (present) 
study  of  the  effects  of  synthetic  estrogen  and  progesterone  on  the  pituitary 
gland  by  paying  them  $100.   They  must  sign  contracts  absolving  the  doctor 
of  any  responsibility.   They  are  in  effect  being  lied  to  about  the  possibility 
of  synthetic  estrogens  causing  cancer.   Probably  they  are  not  being  asked 
about  a  family  history  of  cancer.  Nearly  every  American  family  has  some  cancer 
In  it. 


Every  woman  who  registered  at  the  Chicago- Lying- In  Hospital  between  1950 
and  1952  was  automatical lv  entered  into  a  study.   Half  were  given  DES  for 
the  duration  of  her  pregnancy  and  the  lucky  ones  were  given  placebos. 
Women  given  DES  had  known  liver,  kidney,  asthma  or  cardiac  problems,  diseases 
where  stilboestrol  is  contraindicated.   The  study  was  conducted  in  an  effort 
to  "refute  the  findings"  of  a  previous  study  which  had  involved  632  women 
at  the  Free  Hospital  for  Women,  Brookline,  Mass.  along  with  the  help  of 
117  obstetricians  in  18  cities. 


Dr.  McCartney  of  the  Chicago  Lying-in  Hospital  commented  that  he  is  glad  for 
the  study  because  it  "provides  a  basis  for  studying  the  long  range  effect 
of  use  of  the  drug  in  pregnancy.   It  would  help  us  a  great  deal  if  the 
patients  in  the  study  could  be  traced."  McCartney  clearly  views  cancers  in 
women  as   helpful  data  for  his  profession.   Now  that  women  have  cancer,  if 
only  they  will  report  in,  researchers  can  be  enlightened  more. 

Doctors  treated  women  who  had  bleeding  from  vaginal  cancer  with  birth  control 
pills,   (More  synthetic  estrogen  to  aggravate  their  cancerous  conditions.) 
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In  1958  a  study  was  conducted  on  ways  to  reduce  the  mortality  rate  among 
premature  babies.   Infants  were  given  different  combinations  of  anti- 
biotics.  45  deaths  resulted  in  those  ba.bies  that  received  the  anti- 
biotic chloramphenicol .   All  of  the  infants  came  from  poor  families. 
"I  am  proud  of  that  study"  states  Dr.  Joan  Hodgman,  one  of  the  physi- 
cians who  conducted  it.   It  was  known  7  years  before  the  study  began 
that  chloramphenical  had  severe  toxic  effects  on  blood  cell-producing 
tissues. 


It  has  beon  known  since  1965  that  DES  causes  vaginal  cancer.  New  studies 
on  Its  contraceptive  effectiveness  were  started  In  1969.  How  many  deaths 
resulted?   It  takes  10  to  20  years  for  the  effects  of  DES  to  become  known.  ^ 


Newsweek  and  other  media  have  stated  to  the  public  that  the  morning-after 
pill  has  "never  been  known  to  cause  .cancer."  The  morning-after  pill  Is 
100%  DES.   DES  has  been  known  to  cause  cancer.   No  explanation  of  a  20-year 
lag  was  thought  necessary.   Women  continue  to  believe  doctors  who  continue 
to  believe  the  popular  media. 


None  of  the  doctors  at  U  of  M  who  were  involved   in  the  wholesale  adminis- 
tration of  DES  to  women  were  aware  of  journal  articles  proving  its  carcino- 
genicity.26 


Hospitals  and  medical  facilities  must  cease  all  experimental  testing  of 
women  with  synthetic  estrogens  on  an  involuntary  basis. 


Hospitals  and  medical  facilities  must  cease  all  experimental  testing  of 
women  with  synthetic  estrogens  on  a  "voluntary"  basis.   The  Tuskegee  study 
was  conducted  on  a  "voluntary"  or  "informed"  basis.27    The  New  England 
Journal  of  Medicine,  Sep.  28,  1972  suggests  that  all  exogenous  estrogens 
may  play  a  carcinogenic  role. 

Research  which  was  undertaken,  as  that  involving  the  administration  of  DES 
to  840  pregnant  women,  and  636  pregnant  women,  to  refute  the  findings  of 
a  competitor  or  to  duplicate  the  findings  of  a  col league  must  be  investigated 
by  the  FDA  and  AMA  and  damages  awarded  to  experimentees  whether  harm  occurred 
or  not,  if  they  were  not  informed  of  the  possible  or  remote  side  effects  of 
the  drugs  given  them. 


Researchers  must  provide  lifetime  free  treatment  for  all  people  diseased 
from  medical  experiments. 
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It  will  cost  every  daughter  of  the  "thousands,  perhaps  millions  of  women" 
(Herbst)  $120  per  year  for  the  rest  of  her  life  to  be  tested.28 
Iodine  stain  tests  of  the  vaginal  walls  must  be  performed  in  addition  to 
Pap  smears.   The  iodine  stains  all  cells  but  the  cancerous  or  precancerous 
cells.   It  costs  $53  for  the  first  test  and  $30  or  $35  dollars  every  3 
months  thereafter.   Hearings  must  be  held  and  a  bill  must  be  put  through 
congress  insuring  that  people  not  be  expected  to  pay  the  personal  and 
financial  costs  of  abortive  medical  experiments  or  involuntary  use  of 
fad  drugs  as  DES  from  1945  to  1965  was. 


Women  who  were  given  DES  during  the  fad  years  as  an  anti-miscarriage  drug 
were  not  given  a  choice  of  whether  to  take  the  drug  or  not,  judging  from 
interviews  conducted  by  Advocates  for  Medical  Information. 29    Statements 
in  medical  textbooks  illustrate  the  degree  of  autonomy  given  to  the  doctor 
and  the  ignorance  on  the  part  of  the  pregnant  woman  of  the  generic  medicine 
she  is  given  by  prescription,  or  even  whether  it  is  a  medicine,  as  opposed 
to  a  vitamin  preparation. 

Physicians  Desk  Reference  of  1971  states:   "Because  of  possible  adverse 
reaction  on  the  fetus,  the  risk  of  estrogen  therapy  should  be  weighed  against 
the  possible  benefits  when  diethylstilbestrol  is  considered  for  use  in  known 
pregnancy,"  This  information  is  for  the  doctor,  passed  on  with  the  patient's 
prescription  at  the  doctor's  "discretion".   Why  are  women  never  warned  directly? 
Probably  because  that  would  give  women  the  autonomy  to  stop  taking  a  drug 
without  her  doctor's  permission,  something  that  neither  doctors  nor  drug 
companies  are  about  to  encourage.  ° 


Irresponsibility  and  sadism  on  the  part  of  medical  researchers  is  evident 
in  the  Journal  of  the  AMA  Dec.  '71,   In  response  to  being  asked  whether 
an  effort  would  be  made  to  trace  the  women  who  had  been  part  of  the  in- 
voluntary study,  the  AMA  Department  of  Drugs  stated:   "An  organized  effort 
by  the  medical  profession  to  inform  all  women  who  were  given  estrogen  therapy.., 
of  the  possible  tragic  consequences  for  the  female  offspring  is  of  questionable 
advisability. ., .a  determination  of  risk  must  await  the  results  of  statistics 
from  reports  of  hospitals,  physicians  and  tumor  registries."   The  people 
don't  have  a  right  to  know  when  they're  being  given  a  drug,  and  they  don't 
have  a  right  to  know  when  a  cancer  can  be  arrested  in  its  early  stages. 

Cancer  Journal  1970  states  that  women  with  adenocarcinoma  of  the  vagina  have 
only  a  33%  survival  rate  5  years  after  radical  surgery. 
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The  Now  England  Journal  of  Medicine,  August  17,  states  "There  should  no 
longer  be  doubt  that  synthetic  estrogens  are  absolutely  contraindicated 
in  pregnancy."   (Even  when  "weighed  against  the  possible  benefits"?  PDR  71) 


o 
Australian  Drug  Evaluation  Committee  stated  on  Sep.  9,  1972  in  the  Medical 

Journal  of  Australia:   "stilbestrol  should  be  avoided  as  a  post-coital 

contraceptive..."  Australia  banned  DES  from  Australian  beef  12  years  ago. 

In  this  country  the  FDA  permits  its  use  in  beef  and  the  AMA  permits  its 

use  in  drugs,  liberally.   (Vol.  15,  No.  40) 


Women  who  request  tests  for  vaginal  cancer  must  be  given  them,  instead  of 
being  told  they  are  worrying  too  much  or  imagining  things  because  of  the 
press-reports.   Paternalism  and  the  "no  need  to  worry"  doctrine  all  too 
often  mean  that  the  doctor  does  not  know  how  to  perform  the  iodine  stain 
test  or  has  never  heard  of  it. 


t 
Women  who  report  adverse  side  effects  from  other  synthetic  estrogens 

such  as  the  birth  control  pill  must  not  be  referred  to  psychiatrists  by 

medical  doctors.   Women  who  are  bleeding  from  vaginal  cancer  must  not  be 

given  birth  control  pills. 

CONCLUSION 

The  morning-after  pill  is  given  to  women  who  have  had  intercourse  on  the 
previous  evening  even  if  they  were  not  near  their  fertile  period.   Probably 
about  50v,  of  the  won.en  who  take  it  have  not  even  conceived.  * 


Menstrual  extraction  could  be  performed  on  those  women  who  do  not  come 
around  to  their  period  2  weeks  later  and  have  reason  to  believe  they  have 
conceived.   To  our  knowledge  doctors  have  made  no  effort  to  inform  women 
of  this  alternative.   Perhaps  this  is  because  it  is  more  time-consuming 
for  doctors  and  less  lucrative  for  drug  companies.   It  is  much  easier  to 
push  a  prescription  across  a  desk. 

Every  woman  who  was  given  DES  during  pregnancy  in  the  "fad"  years  must  be 
traced  by  her  obstetrician  for  the  purposes  of  having  her  daughters  tested 
If  Cereral  Motors  can  be  made  to  recall  a  million  automobiles  because  of 
faults  in  them,  doctors  can  be  made  to  trace  women  for  the  purpose  of 
having  drug- induced  cancers  arrested  early. 


93-999  O  -  73  -  pt.  1  --  20 
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Demographers  estimate  that_nearly  half  o.f  all  fertilizations  result  in 
unsuccessful  pregnancies.   Miscarriage  and  spontaneous  abortion  have  been 
regulating  mechanisms  for  human  populations  since  the  beginning  of  time. 
Spontaneous  abortion  and  premature  birth  are  as  •'normal*'  statistically 
as  carrying  a  baby  to  term.   Yet  doctors  give  DCS  to  pregnant  women  to 
insure  against  the  slightest  possibility  of  miscarriage.   This  is  what 
the  Physicians  Desk  Reference  1971  refers  to  as  the  "beneficial  side 
effects"  of  carcinogenic  DES.   Doctors  must  not  decide  for  e   wowrsn  whether 
or  not  to  risk  a  normal  pregnancy.   Physicians  must  be  less  eager  for 
chemical  and  moral  control  over  the  routine  occurrences  of  pregnancy, 
as  miscarriage  always  has  been. 


If  the  Food  and  Drug  Ad  mini strati  on  were  less  protective  of  the  profits 
of  largo  drug  companies,  and  the  medical  professionals  were  less  eager  to 
do  competitive  research,  we  might  assume  that  neither  would  want  to  repeat 
the  tragic  mistake  of  the  1940's  and  I950fs  with  a  new  DCS  drug,  the 
morning- after  pill. 


Kathleen  Weiss 

University  of  Michigan 

Advocates  for  Medical  Information 

Ann  Arbor,  Michigan 

665-4756 
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FOOTNOTES 


50  mg.  a  day,  even  when  taken  with  as  nluch  as  5  lbs.  of  food  (a  generous 
estimate  of  a  woman's  daily  intake)  represents  a  DES  level  of  .05  grams 
per  2270  grams  of  food.   This  is  equal  to  22,000  parts  per  billion. 
2  parts  per  billion  were  banned  in  cattle  feed. 

2 
200  mg.  a  day  equals  88,000  parts  per  billion. 

Correspondence  addressed  to  K.  N.  Weiss.   Science  issue  Oct.  6,  1972 

4 

.3  micrograms  of  DES  are  present  in  1  lb  liver.   A  woman  who  takes  200  mg. 

DES  with  1  lb.  of  food  gets  666,666  times  .3  micrograms. 

Dr.  Herbst,  Massachusetts  General  Hospital  and  the  National  Registry  of 
Clear  Cell  Adenocarcinoma  reported  to  Joe  Graedon  of  Advocates  for  Medical 
Information  Nov.  21  that  investigations  have  shows  doctors  in  some  cases 
to  be  giving  up  to  200  mg. 

Dr.  Anderson  of  the  U.  of  Michigan  Health  Service  phoned  the  FDA  in  Joe 
Graedon's  presence  and  was  assured  that  since  DES  is  a  legal  drug,  it  must 
be  a  safe  drug. 

Physicians  textbooks:  Goodman  &  Gi lman  Pharmacol o?y  Handbook.   PDR  1971 
Maternity  Nursing.   1th  Ed.  Fitzpatrick,  Eastman,  Reeder.   Lippincott: 
Philadelphia    1966  (nursing  school  text  of  U.  of  M. ) 

Chicago  1950  study.   Reported  by  Pam  Kalishman.   Survival.   Off  Our  Backs 
Oct.  1972 

Ellen  Glovinsky  and  cousins.   Detroit  Nov.  1972.   See  affadavits. 

8 
Herbst.   JAMA  May  1,  1972  Vol.  220  No.  5   Medical  News. 

9 

Kuchera,  Lucille.   "Postcoital  Contraception  wi th  Diethylsti lbestrol" 
from  JAMA  Oct.  25,  1971  Vol.  218.   Copyright  1971  AMA.   No  statement  of 
carcinogenicity  is  evident  in  this  article  which  is  used  as  the  authority 
for  the  popularization  of  the  morning-after-pill.   There  is  no  evidence 
that  coeds  anywhere  are  warned  of  its  carcinogenicity  since  Kuchera  believes 
and  has  publicly  stated  there  is  none.  (Weiss) 

Ellen  Glovinsky.   See  affadavits. 


312 


Reported  by  phone  to  Joe  Graodon,  pharmacologist  of  Advocates  for 
Medical  Information  on  Nov.  21.   Will  be  published  In  Journal  of  Obstetrics 
and  Gynecology  Vol.  40  P.  287  and  other  places.   (Herbst) 

Same  as  above.  Also:  Only  previous  reported  case  of  endometrial  cancer  In  patient 
with  gonadal  dysgenesis  was  in  patient  79  yrs.  old.   These  cases  were  in  young  women. 

12 

Statement  by  Lucille  Kuchera,  MwD.  researcher  of  the  morning-after-pill 

and  Dr>  Anderson  of  U.  of  M  H*alth  Service  to  press  (Michigan  Daily  Sep. 29,  1972 

"Post-Coital  Contraception  with  Diethyisti lbestrol"  Lucille  Kuchera,  M.D. 

13 

Washington  Post.   David  Hawkins.   Oct.  29,  1971  Natural  Resources  Defense 

Counci 1 . 

14 

Marcia  Federbush.   See  affadavits.   Textbooks  and  PDR. 

Prevention.   J.  Kinderlehrer .   Oct.  1972  P.  121 

Kuchera,  Lucille.   Personal  correspondence  with  Lois  Eitzen,  reporter  for 
the  Michigan  Daily.   Oct.  1972 

Dr.  M.  G.  Yang,  Department  of  Human  Nutrition,  Michigan  State  U.   Taken  from 
press  reports. 

1 8 

See  affadavits.  Also:  Dr.  Philip  Cole,  Harvard  Dept.  of  Epidemiology  re 

"estrogen  profile"  and  inherited  cancer  tendencies. 

19 

Adenocarcinoma  produced  in  offspring  with  1  ^  mg.  DES  for  12  days. 

20 

Michigan  Daily  Sep.  29,  1972  and  Oct.  12,  1972 

22  See  affadavits. 

23 

Kuchera,  Lucille.   "Post  Coital  Contraception  with  Diethyisti lbestrol"  op.cit. 

24 

reported   by  AF  ttews   Service   Oct.    12,    1972. 

25 

Hertz,  Chief  of  Endocrinology,  National  Cancer  Institute 

26  ^ 

Contact  Advocates  for  Medical  Information,  Ann  Arbor,  Mich. 

27 

Detroit  Free  Press,  D.  Katz,  Medical  Science  writer  Nov.  12,  1972 
28 

Statement  by  U.  of  Michigan  Hospital  to  Advocates  for  Medical  Information 
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29 

Hal  lie  Stracken.   Advocates  for  Medical  Information.   See  "Cancer  and  the 

Morning-After  Pill  by  Kay  Weiss.   Herself  Newsmagazine,  Sep.  1972  and  other 

sources. 

30 

Suggestion  of  Ellen  Frankf ord, Vagi nal  Politics.  New  York:  1972  Quadrangle 

31*.  _,       c   ^       ■.     n   c   ...  u,       ai    tissue  examinations  of 

Estimates  of  Demographers,  L.  of  Michigan.   Also:      menstrual  extraction, 

which  is  done  when  a  woman  does  not  reach  her  period  and  has  serious  reason 

to  believe  she  is  pregnant,  shows  only  50  %  to  85%  of  those  having  extraction 

were  actually  pregnant. 

32 

U.  of  Michigan.   Dept.  of  Genetics  Also:   Population  Studies.   Barrett. 

Vol.  1U,    1970 

33 

Nicholas  Wade.   Science  Sep.  28  Vol.  177  No.  4046 
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Health  Research  Group 

20DO    P    STREET.    N.  W. 
WASHINGTON.    D.  C.      20036 

■72-0320 


December  8,  1972 

Robben  W.  Fleming,  President 
University  of  Michigan 
Ann  Arbor,  Michigan  48104 

Dear  President  Fleming: 

The  enclosed  report  shows  that  the  University  has  a 
problem  of  reckless  practice  of  medicine  by  health  service 
doctors  on  female  student  patients. 

The  health  service  is  dispensing  diethyl  stilbestrol 
(DES)  as  a  postcoital  contraceptive,  the  "Morning-After  Pill", 
a  use  which  does  not  have  Food  and  Drug  Administration  approval. 
D3S  has  not  been  proven  safe  and  effective  for  this  use.   There 
is  strong  evidence  that  DES  causes  cancer. 

A  survey  by  Advocates  for  Medical  Information,  an  Ann 
Arbor  group   (see  enclosed  report),  has  shown  that  health 
service  doctors  dispense  this  pill  without  informing  patients 
adequately  of  the  long-term  risks.   Doctors  have  issued  the 
drug  without  determining  the  family  and  individual  history  of 
estrogen  exposure  and  genital  or  breast- oanoer,  and  even  without 
attempt  to  determine  whether  the  patient  is  already  pregnant  from 
a  prior  intercourse .  Most  of  the  women  surveyed  received 
no  follow-up  of  any  kind  after  the  drug  was  prescribed,  not 
even  to  determine  if  it  had  prevented  pregnancy. 

The  desire  of  health  service  doctors  to  meet  student  needs 
for  prevention  of  unwanted  births  is  commendable.  However,  DES 
is  an  untested  method  involving  heavy  risks.   It  should  be 
dispensed  to  students  only  with  the  utmost  in  professional 
caution,  and  with  full  disclosure  to  the  patient  of  the  costs 
and  benefits  so  that  she  may  balance  them  herself. 

We  strongly  urge  you  to  place  controls  on  the  use  of 
unapproved  drugs  at  the  health  service.  Experiments  on  students 
should  be  conducted  only  with  the  close  supervision  of  an 
institutional  review  committee.  Detailed  records  should  be  kept 
on  all  such  experiments,  and  all  subjects  should  be  completely 
informed.  Doctors  who  do  not  know  the  scientific  literature  on  the 
drug,  should  not  be  allowed  to  prescribe  it. 
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However  dangerous  is  an  experimental  drug  situation  for 
the  patient,  the  dangers  are  even  greater  when  novel  prescrip- 
tions are  made  outside  of  controlled  experiments,  such  as 
occurs  at  your  health  service. 

A  great  University  cannot  allow  doctors  to  practice 
dangerous  medicine  on  its  students,  however  good  the  in- 
tentions all  around. 


Sincerely  yours, 
Anita  Johns-6n,  esq 


Sidney  M.  Wolfe,  V.D. 
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[Attention  is  drawn  to  the  possibility  that  this  text  may  be  copyrighted.  The  reader  is  urged  to  investigate 

its  copyright  status.] 


[AMA. 

1       THE  JOURNAL  of  the 
American  Medical  Association 

September  20,  1971     Vol  217.  No  12 


Covert  Drug  Abuse 

Among  Voluntary  Hospitalized 

Psychiatric  Patients 

Arnold  G.  Blumberg,  MD;  Melvin  Cohen,  PhD;  Audre  M.  Heaton;  and  Donald  F.  Klein,  MD 


A  survey  of  332  young  psychiatric  patients,  by  means  of  repeated 
urinary  chromatographic  analyses,  revealed  that  at  least  60%  of  these 
patients  employed  abusable  drugs  while  hospitalized.  Barbiturates  were 
detected  most  frequently,  and  addiction  did  not  occur  among  patients 
who  remained  in  the  hospital.  The  high  incidence  of  drug  abuse  in 
hospitalized  patients  must  be  considered  in  the  light  of  alterations  of 
psychiatric  states  and  in  the  interpretation  of  treatment  results.  The 
chromatographic  screening  of  the  urine  of  hospitalized  patients  for 
nonprescribed  drugs  is  recommended. 


Altered  behavior  in  psychiatric 
patients  may  be  induced  by 
L  covert  drug  ingestion  with  re- 
sulting diagnostic  and  therapeutic 
confusion.  For  the  purpose  of  this 
discussion,  we  define  detectable  drug 
abuse  as  the  self-initiated  adminis- 
tration of  psychoactive  drugs  such  as 
amphetamines,  barbiturates,  tran- 
quilizers, and  narcotics  for  which  we 
have  adequate  urine-testing  meth- 
ods. 

Robinson  and  Wolkind'  reported 
that  16  out  of  54  patients  (30%)  in  a 
psychiatric  hospital  were  shown  to 
have  nonprescribed  amphetamines  in 
their  urine  as  determined  by  gas 
chromatographic  techniques.  Heki- 
mian  and  Gershon2  noted  a  history  of 
heavy  drug  use  48  hours  prior  to  ad- 
mission in  5%  of  total  psychiatric  ad- 
missions to  Bellevue  Hospital.  Bake- 
well  and  Wikler1  estimated  that 
6.8%  of  admissions  to  a  university 
psychiatric  ward  were  physically  de- 

From  the  departments  of  medical  services 
and  research,  Hillside  Hospital,  Glen  Oaks,  NY. 

Reprint  requests  to  P.  0.  Box  38,  Glen  Oaks, 
NY  11004  (Dr.  Blumberg). 

JAMA,  Sept  20,  1971  •  Vol  217,  No  12 


pendent  on  sedatives. 

This  is  an  initial  report  on  the  in- 
cidence of  certain  types  of  covert  de- 
tectable drug  abuse  among  young 
patients  in  an  open-ward  psychiatric 
hospital  over  a  period  of  24  months. 
We  assessed  covert  drug_abuse^  by 
means  oT~routine  analysis  of  morn- 
ing urine  collected  at  regular  inter- 
vals, ostensibly  for  kidney-function 
tests.  This  communication  will 
present  the  simple  facts  of  detect- 
able covert  drug  abuse.  More  de- 
tailed analyses  will  be  reported  in 
future  communications  concerning 
psychiatric  diagnosis,  previous  his- 
tory of  drug  abuse,  hospital  course, 
discharge  condition,  and  follow-up  of 
these  patients. 

Method 

A  total  of  332  patients  were 
studied.  These  represented  344  con- 
secutive admissions  of  patients  be- 
tween 15  and  25  years  of  age  to  Hill- 
side Hospital,  a  200-bed  open-ward 
voluntary  psychiatric  hospital. 
Twelve  patients  were  eliminated 
from  the  study  because  they  left  the 


hospital  in  less  than  one  week  or 
faiied  to  submit  a  urine  specimen 
while  in  the  hospital.  Sixty  percent 
of  the  study  group  had  a  history  of 
drug  abuse  prior  to  admission. 
Patients'  covert  drug  use  was  fol- 
lowed by  serial  urine  analyses  for 
from  1  to  72  weeks,  with  an  average 
of  27  weeks.  The  patients  were 
allowed  to  go  out  on  pass  when  their 
psychiatric  condition  warranted  it, 
and  there  was  free  contact  between 
patients.  While  selling  or  dis- 
tributing abusable  drugs  was  strictly 
forbidden  and  in  every  case  where 
this  was  discovered  the  distributor 
was  discharged  from  the  hospital,  it 
is  known  that  illicit  drug  traffic  did 
occur  intramurally. 

The  urine  analytic  data  were  kept 
completely  secret  from  all  other 
members  of  the  staff,  and  at  no  time 
were  the  patients  or  staff  aware  that 
the  urine~samples~were~  being  moni- 
tored for  abusable  drugs.  A  urine 
sample  was  requested  before  admis- 
sion and  at  the  time  of  admission  on 
every  patient.  Under  the  guise  ofa 
statistical  survey  of_^rinary  creati- 
nine, urine  samples  were  collected 
every  Monday  morning  since  it  was 
thought  that  the  highest  incidence  of 
drug  abuse  would  take  place  over  the 
weekends.  The  efficacy  of  urine  col- 
lection was  84%.  Those  nurses  in- 
volved in  the  supervision  of  the  pro- 
gram were  in  daily  contact  with 
patients  and  staff  and  were  rea- 
sonably certain  that  there  was  no  sig- 
nificant awareness  of  the  nature  of 
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Table  1.- 

-Incidence  of  Positive  U 

nne 

Find 

ngs  Indicati 

ng 

Covert  Drug  Abuse 

Incldence 

DriiRH 

Barbiturates 

Amphetamines 

Narcotics 

1 

68 

56 

34 

2 

36 

13 

7 

3 

27 

5 

0 

4 

10 

2 

0 

5 

13 

3 

1 

6 

9 

0 

0 

7 

2 

1 

0 

>7 

11 

0 

0 

Totals 

176 

80 

42 

Table  2. — Relationship  of 
Admission  Urine  Findings  to 
In-Hospital  Covert  Drug  Abuse 


In  Hospital 
Urine 
No 

Admission  Urine 

No  Evidence 
of  Drug 

Positive 
Evidence 

evidence 

of  drug 

abuse 

88 

22 

Positive 

evidence 

97 

64 

Totals 

185 

86 

the  project  by  anyone  in  the  hospital 
except  the  actual  personnel  respon- 
sible for  the  tests  and  the  medical  di- 
rector. 

Analyses  were  performed  by  the 
method  of  Heaton  and  Blumberg.4 
The  term  "narcotic"  was  used  to  in- 
clude morphine,  heroin,  codeine,  co- 
caine, meperidine,  methadone,  and 
propoxyphene.  The  basis  of  this 
method  is  the  thin-layer  chromatog- 
raphy of  an  ether  extraction  of  the 
urine  for  barbiturates  and  the  use  of 
ion  exchange  resin-loaded  paper5  for 
the  extraction  of  narcotics  and  am- 
phetamines. By  this  procedure,  a 
single  dose  of  100  mg  of  secobarbital 
may  be  detected  in  the  urine  up  to 
five  days  after  its  ingestion.  Am- 
phetamines cannot  be  found  after  48 
hours  and  narcotics  cannot  be  de- 
tected more  than  36  hours  after  a 
single  dose.  Thus  the  accuracy  of 
barbiturate  determination  is  almost 
three  times  as  great  as  for  other 
drugs,  and  accordingly,  our  compara- 
tive findings  do  not  necessarily 
reflect  the  actual  comparative  in- 
cidence of  drug  abuse.  So  as  to  pre- 


serve the  conditions  of  the  study,  no 
action  was  taken  in  any  case  where 
drug  abuse  was  noted.  All  reported 
positive  urine  samples  were  checked 
against  the  nurse's  medication 
records  and,  where  the  drug  had 
been  prescribed  in  the  course  of 
treatment,  the  positive  findings  were 
not  counted. 

Results 

Table  1  shows  the  incidence  of 
positive  urine  findings  in  332  psy- 
chiatric patients  entered  in  the 
study.  One  hundred  and  ninety-nine 
patients  (60.0%)  showed  evidence  of 
some  drug  abuse  while  in  the  hospi- 
tal. One  hundred  and  seventy-six 
patients  (53.0%)  showed  evidence  of 
covert  barbiturate  use  at  least  once; 
80  patients  (24.1%)  had  positive  tests 
for  amphetamines  at  least  once;  and 
42  patients  (12.6%)  were  found  to 
have  a  positive  test  for  narcotics  at 
least  once.  No  patient  was  found  to 
abuse  narcotics  more  than  five  times 
and  no  patient  was  found  to  abuse 
amphetamines  more  than  seven 
times.  The  heaviest  barbiturate  use 
was  found  in  a  patient  who  had  16 
positive  samples  in  25  studied  over  a 
period  of  44  weeks.  Of  the  42  narcot- 
ics users,  38  used  barbiturates  and 
amphetamines  as  well.  Forty-six 
patients  abused  both  amphetamines 
and  barbiturates,  and  the  remainder 
used  barbititurates  or  amphetamines 
only.  The  choice  of  narcotic  drugs 
broke  down  as  follows:  meperidine,  7 
patients;  morphine  and  heroin,  20 
patients;    codeine,    13    patients;    co- 


caine, 5  patients;  and  propoxyphene, 
6  patients. 

Since  the  use  of  drugs  appears 
episodic  rather  than  continuous,  re- 
peated testing  is  necessary  if  offend- 
ers arc  to  be  detected.  Moreover, 
patients  leaving  the  hospital  early 
have  fewer  tests  and  thus  there  is 
less  opportunity  for  detection  of 
drug  abuse.  The  chance  of  finding  at 
least  a  single  positive  test  for  drug 
abuse  rises  sharply  with  increased 
testing  up  to  ten  tests,  and  then  con- 
tinues to  increase  gradually.  Of  the 
236  patients  who  had  ten  tests  or 
more,  166  showed  a  positive  test  for 
drug  abuse. 

Urine  samples  were  obtained  prior 
to  or  at  the  time  of  admission  from 
271  of  the  332  patients  studied.  Of 
these,  86  showed  evidence  of  the 
presence  of  abusable  drugs.  The  rela- 
tionship of  positive  urine  findings 
prior  to  hospital  control  to  the  sub- 
sequent finding  of  drug  abuse  in  the 
course  of  hospitalization  is  shown  in 
Table  2. 

A  positive  urine  on  admission  is 
significant  as  a  predictor  of  sub- 
sequent drug  abuse,  as  is  indicated 
here  by  a  Chi  square  equal  to  10.64, 
df  =  1,  P  <  0.01.  If  the  group  under 
study  is  limited  only  to  patients  who 
were  in  the  hospital  long  enough  to 
have  at  least  ten  urine  samples 
studied,  the  prognostic  value  of  the 
admission  urine  is  somewhat  more 
striking.  Thus,  while  74%  of  all 
patients  with  positive  urine  samples 
on  admission  subsequently  showed 
positive  evidence  of  drug  abuse  in 
the  hospital,  87%  of  these  patients 
showed  subsequent  covert  drug 
abuse  while  in  the  hospital  if  at  least 
ten  urines  were  tested. 

Comment 

A  majority  of  the  young  patients 
in  an  open-ward  psychiatric  hospital 
were  noted  to  have  evidence  of  de- 
tectable drug  abuse  while  hospi- 
talized. The  overwhelming  pre- 
ponderance of  this  use  was  occasion- 
al rather  than  constant.  Barbiturates 
were  found  more  than  twice  as  often 
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as  amphetamines  and  almost  four 
times  more  often  than  narcotics. 
This  apparent  preference  may  be 
spurious,  reflecting  the  persistent  dc- 
tcctability  of  barbiturates  in  the 
urine  for  much  longer  periods  than 
other  drugs. 

Despite  the  presence  of  drug  abuse 
on  an  occasional  basis,  the  finding  of 
persistent  drug  abuse  was  extremely 
rare.  The  occasional  use  of  narcotics 
was  observed  but  in  no  case  was  as- 
sociated with  addiction.  Morphine,  in 
the  form  of  heroin,  was  most  com- 
monly seer,  with  codeine  next  in 
popularity.  It  is  possible  that  heavily 
drug-dependent  patients  loft  the 
hospital  early  and  as  such  arc  not 
represented  in  our  population. 

Goldstein  and  Brown"  have  out- 
lined statistical  methods  for  assess- 
ing the  true  incidence  of  drug  abuse 
from  the  analyses  of  randomly  col- 
lected urine  samples.  Their  calcu- 
lations cannot  be  projected  to  these 
data  since  our  urine  samples  were  not 
collected  randomly.  These  authors  in- 
dicated, however,  that  statistical 
analysis  with  less  than  ten  samples 
would  incur  intolerable  error.  We 
recommend  that  any  analysis  for  co- 
vert drug  use  involve  at  least  ten 
separate  urine  analyses.  If  more 
tests  can  be  done,  a  still  higher  in- 
cidence of  episodic  drug  abuse  will  be 
detected. 

Covert  drug  abuse  was  eventually 
demonstrated  in  52%  of  patients 
whose  urine  on  admission  showed  no 
evidence  of  drug  abuse,  as  compared 
with  74%  of  patients  whose  urine 
was  positive  on  admission.  Thus  the 
presence  of  a  positive  urine  on  ad- 
mission statistically  increases  the  like- 
lihood of  drug  abuse  in  the  hospi- 
tal; but  a  negative  finding  on  admis- 
sion should  not  lead  one  to  discount 
the  possibility  of  subsequent  drug 
abuse.  A  high  index  of  suspicion  is 
indicated  in  all  young  hospitalized 
psychiatric  patients. 

At  present,  no  satisfactory  method 
is  available  for  detecting  the  use  of  a 
number  of  psychoactive  substances 
such  as  marijuana,  lysergic  acid  di- 


ethylamide (LSD),  and  glue.  Alcohol 
could  be  checked  by  breath  analysis 
or  blood  analysis.  Our  estimates  of 
drug  abuse  based  on  the  methods 
specified  must  result  in  under- 
estimates if  all  significant  drugs 
were  to  be  considered. 

It  appears  that  young  voluntary 
psychiatric  patients  employ  abusable 
drugs  frequently,  in  apparent  dis- 
regard of  the  known  treatment  pol- 
icy of  the  hospital.  It  is  important  to 
take  this  into  consideration  in  eval- 
uating psychiatric  treatment  in  the 
presence  of  apparently  inexplicable 
mood  shifts.  Psychotropic  drugs  arc 
often  synergistic  or  antagonistic 
with  abusable  drugs.  The  sedative 
action  of  barbiturates  is  markedly 
increased  by  phenothiazines.  Hyper- 
tensive crises  may  result  when 
patients  on  a  monoamine  oxidase  in- 
hibitor take  amphetamines.  Pharma- 
cological studies  in  psychiatric  hospi- 
tals should  be  controlled  by  routine 
urine  analyses  to  take  into  account 
the  high  probability  of  con- 
tamination of  data  by  drug  abuse. 
Lubran'  has  summarized  many  pub- 
lished reports  concerning  the  effects 
of  barbiturates  and  narcotics  on 
standard  laboratory  tests  such  as 
prothrombin  time,  bilirubin,  liver  mi- 
crosomal enzymes,  sulfobromoph- 
thallein  (Bromsulphalein)  retention, 
amylase,  and  lipase.  Clinicians  must 
therefore  consider  the  possibility  of 
drug  abuse  in  the  evaluation  of  labo- 
ratory reports. 

Conclusions 

(1)  Drug  abuse  occurs  in  a  major- 
ity of  a  voluntary  young  psychiatric 
inpatient  population  despite  rea- 
sonable prohibition  and  control.  (2) 
Drug  abuse  is  usually  episodic.  Ad- 
diction is  not  observed  in  the  popu- 
lation which  remains  in  a  voluntary 
psychiatric  hospital  for  more  than  a 
few  weeks.  (3)  The  possibility  of 
drug  abuse  must  be  diagnostically 
considered  in  the  light  of  possible  in- 
teraction with  prescribed  psychotrop- 
ic medication  and  in  alteration  of  ob- 
served behavior.  (4)  The  possibility 


of  drug  abuse  must  be  considered  in 
the  evaluation  of  routine  clinical 
chemistries.  (5)  Routine,  frequently 
repeated  urine  analytic  procedures 
for  drug  abuse  are  recommended. 
The  value  of  a  urine  screening  at  the 
time  of  hospitalization  is  considered. 


ThiB  work  was  supported  in  port  by  Public 
Health  Service  grant  MH  14464  from  the  Na- 
tional Institute  of  McnUl  Health 
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From  Esquire,  March  1969 


I 


by  James  L.  Goddard 

The  makers  of  prescription  drugs  are  concerned  with  a  very 
important  matter:  health  (theirs) 


h 


11  American  buying  prescription  drugs  is  like  no  other  Ameri- 
can at  any  other  counter  of  any  other  store  in  the  country.  He  does 
not  question  the  high  price  of  the  drug;  he  does  not  shop  around 
for  a  cheaper  variety;  he  does  not  wait  for  a  sale  (because  there 
never  arc  any) ;  and  he  is  usually  unaware  of  the  name  of  the  drug 
he  is  buying,  let  alone  the  name  of  the  manufacturer. 

Although  he  is  the  consumer,  he  is  not  the  shopper:  he  buys 
(on  faith)  what  his  doctor  has  prescribed.  He  is  like  a  child  who 
goes  to  the  store  with  his  mother's  shopping  list,  which  he  cannot 
even  read.  He  is  totally  unsophisticated  as  to  the  workings  of  the 
$5,000,000,000  industry  to  which  he  is  contributing  and  which  his 
tax  money  is  already  helping  to  support.  The  consumer  of  drugs 
pays  up  and  takes  his  medicine.  And  the  Drug  Establishment,  about 
which  he  knows  nothing,  scores  again. 

The  Drug  Establishment  is  a  close-knit,  self-perpetuating  power 
structure  consisting  of  drug  manufacturers,  government  agencies 
and  select  members  of  the  medical  profession.  There  are  connecting 
links  between  all  of  the  Establishment's  flanks,  which  keep  it 
thriving  and  well-protected.  And  a  yawning  gulf  of  ignorance  sepa- 
rates the  whole  Establishment  from  the  public  at  large. 

The  Drug  Establishment  savors  its  detached  position,  for  it 
creates  an  ideal  climate  in  which  its  members  can  go  about  their 
business — making  money — while  preserving  the  myth  that  they 
are  public-spirited  saviors  of  mankind.  Drug  companies  earn  an 
average  eighteen  percent  return  on  invested  capital  compared  with 
eight  or  nine  percent  for  some  three  dozen  other  major  industries. 
Nobody  questions  the  great  contribution  that  the  drug  companies 
have  made  to  the  nation's  health  over  the  years,  but  a  number  of 
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people,  myself  included,  have  begun  to  question  tb  ification  for 

the  enormous  price  tag  they  place  on  their  pro*     Is. 

For  example,  very  few  people  are  aware  that,  aside  from  manu- 
facturing and  distribution,  the  cost  of  their  prescription  includes 
a  share  of  the  industry's  annual  $800,000,000  advertising  and  pro- 
motion bill;  a  portion  of  the  $430,000,000  that  majo  companies 
claim  to  spend  on  research  and  development  (much  of  which  is  of 
questionable  value) ;  the  fees  of  a  battalion  of  high-priced  lawyers 
who  work  to  find  loopholes  in  federal  drug  regulations;  as  well  as 
such  incidentals  as  political  campaigns,  including  the  unsuccessful 
effort  (reportedly  $95,000  worth)  to  unseat  the  Establishment's 
lonely  foe,  Senator  Gaylord  Nt».-»on.  \ 

Even  fewer  people  realize  that  very  often  they  pajr  for  their  drugs 
twice — onr^  at  the  drugstore  and  again  at  tax  time.  Part  of  that  tax 
money  is  used  to  pay  for  government-sponsored  research  »(the 
results  of  which  are  often  available  free  to  the  drug  manufacturers) 
and  to  buy  drugs  for  use  in  government  health  facili- 
,  /  ties  operated  by  the  Armed  Services,  the  Veterans  Ad- 
1       ministration,  and  the  U.S.  Public  Health  Service. 

eading  up  the  Establishment  is  the  Washington-based  Pharma- 
ceutical Manufacturers  Association,  which  represents  the  135 
big  money-makers  who  claim  to  produce  ninety-five  percent  of  the 
prescription  drugs  in  the  marketplace  today.  Of  these  135  com- 
panies, fewer  than  eighty  are  major  corporations:  and  of  these, 
about  thirty-five  set  the  tone  for  the  whole  industry.  These  include 
such  blue-chip  companies  as  Merck  &  Co.;  Chas.  Pfizer  &  Co.;  Eli 
Lilly  and  Company;  Abbott  Laboratories;  the  Schering  Corpora- 
tion; Smith  Kline  &  French  Laboratories;  Parke,  Davis  &  Co.; 
The  Upjohn  Company;  G.  D.  Searle  &  Co.;  and  E.  R.  Squibb  & 
Sons.  Operating  on  an  undisclosed,  multimillion-dollar  budget  in 
dues  paid  by  the  companies  (who  pass  the  cost  on  to* you)  the 
P.M. A.  is  able  to  present  a  united  front  to  protect  the  Establish- 
ment's business  interests  against  forays  by  the  public,  Congress, 
or  any  of  the  federal  regulatory  agencies. 

An  offshoot  of  the  P.M. A.  is  the  National  Pharmaceutical  Coun- 
cil, a  splinter  group  made  up  of  twenty-eight  major  manufacturers 
devoted  to  the  maintenance  of  the  brand-name  system,  which  is 
basic  to  the  aims — and  the  success — of  the  Drug  Establishment. 
Mainly  a  propaganda  organization,  the  N.P.C.  issues  policy  state- 
ments on  the  importance  of  doctors'  prescribing  brand-name  drugs 
in  order  to  eliminate  any  unnecessary  risk  for  themselves.  Use  of 
a  catchy,  easily  remembered  brand  name  in  journal  advertising 
directly  affects  the  physician's  prescribing  habits,  and  obscures 
the  fact  that  less  costly  versions  may  be  available  under  the  generic 
name  of  the  drug. 
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The  second  major  group  within  the  Establishment  is  the  scientific 
and  medical  community.  Theoretically,  this  should  include  300,000 
physicians,  96,000  dentists,  120,000  pharmacists,  40,000  medical 
laboratory  technologists,  and  89,500  health-related  research  and 
development  professionals.  But  it  doesn't.  In  fact,  there  are  only 
a  few  thousand  Establishment  figures  to  be  found  throughout  the 
professions,  with  less  than  a  thousand  key  medical  spokesmen,  stra- 
tegically located  researchers,  and  administrators  of  medicine  and 
research — who  spend  most  of  their  efforts  maintaining  the  cordial 
relationships  between  industry  and  government. 

The  third  element,  strangely  enough,  is  the  government,  which 
supports  the  Establishment  by  su\ch  devices  as  using  taxpayers' 
money  to  buy  back  from  the  manufacturers  drugs  that  taxpayers' 
money  helped  to  develop. 

Opposing  the  Establishment  we  have  Senator  Gaylord  Nelson 
(D.-Wis.) — and  that's  about  all.  Senator  Russell  B.  Long  (D.-La.) 
is  also  trying  to  change  the  system,  but  his  approach  (advocating 
the  inclusion  of  a  drug  benefit  under  Medicare)  is  different,  and 
he  has  not  been  carrying  on  the  same  kind  of  one-man  war  cur- 
rently being  waged  in  Senator  Nelson's  Monopoly  Subcommittee. 
For  almost  two  years  now,  Nelson — flanked  by  his  legislative  aide 
William  Cherkasky  and  subcommittee  economist  Benjamin  Gordon 
— has  been  conducting  an  investigation  into  the  pricing  policies  of 
the  Drug  Establishment.  His  efforts  have  produced  some  useful 
headlines,  but  his  subcommittee  is  investigative,  not  legislative, 
his  resources  are  limited  (Gordon  works  practically  alone),  and 
the  dents  that  his  crusading  lance  has  made  in  the  Establishment's 
armor  are  relatively  small/  One  of  Nelson's  greatest  problems  is 
that  he  is  championing  the  cause  ojf/a  public  that  doesn't  really 
know  how  much  it  needs  a  champion- 

But  the  Establishment  is  always  concerned  when  someone  takes 
an  interest  in  its  activities.  Ranks  are  closed,  the  drawbridge  is 
hauled  up,  and  the  vast  machinery  of  defense  hums  smoothly  into 
operation.  Press  releases  pour  out  of  P.M.A.'s  Washington  head- 
quarters by  the  thousand,  answering,  point  by  point,  the  testimony 
of  witnesses  critical  of  the  industry  (often  before  the  witness  has 
completed  his  testimony).  P.M.A.'s  erudite  president,  C.  Joseph 
Stetler,  travels  the  country  defending  American  business  against 
intrusion  by  "Big  Government,"  as  represented  by  Nelson's 
"biased"  hearings,  telling  the  "real"  story  of  the  pharmaceutical 
industry's  contribution  to  medical  care,  and  how  drug  prices  have 
actually  gone  down  despite  the  enormous  funds  that  the  companies 
pour  into  research  and  development.  And  at  each  session  of  the 
hearings,  the  majority  of  the  public  seats  in  the  huge  Caucus  Room 
of  the  Old  Senate  Office  Building  are  occupied  by  Establishment 
lawyers  and  company  representatives. 
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The  coat  of  this  defense  is  passed  on  to  you. 

The  Food  and  Drug  Administration  is  not,  strictly  speaking,  an 
opponent  of  the  Establishment,  but  it  functions  rather  in  the  ca- 
pacity of  a  public  "watchdog."  Besides  approving  drugs  for  market- 
ing on  the  basis  of  their  safety  and  efficacy,  F.D.A.  also  inspects 
marketed  drugs  for  purity  and  safety  and  enforces  regulations 
designed  to  prevent  companies  from  making  false  and  misleading 
advertising  claims.  When  regulations  arc  breached,  the  agency's 
"ultimj\tc  weapon"  (short  of  criminal  action,  brought  through  the 
Department  of  Justice)  is  the  recall.  In  cases  where  a  product  is 
found  to  be  impure,  the  compound  can  be  ordered  off  the  market 
until  the  matter  is  cleared  up. 

Recalls  involving  impurity  or  mislabeling  are  relatively  simple, 
but  advertising  is  the  Establishment's  shop  window  to  the  physi- 
cian, and  any  attempt  at  "tampering"  is  met  with  massive  resist- 
ance. P.M. A.  lawyers  descended  like  locusts  on  the  latest  F.D.A. 
proposal  to  revise  the  ad  regulations,  and  arguments — both  legal 
and  semantic — flew  back  and  forth  for  months  (at  your  expense). 

Keeping  a  close  eye  on  the  F.D.A.  is  Representative  L.  H.  Foun- 
tain (D.-N.C),  chairman  of  the  Intergovernmental  Relations  Sub- 
committee of  the  House  Committee  on  Government  Operations. 
With  the  aid  of  two  extremely  able  investigators,  W.  Donald  Gray 
and  Dr.  Delphis  C.  Goldberg,  Representative  Fountain's  task  is  to 
make  sure  the  F.D.A.  really  does  work  in  the  public  interest.  Like 
the  Nelson  subcommittee,  however,  the  Fountain  subcommittee's 
role  is  purely  investigative.  It  does  not  possess  the  same  powerful 
sanctions  as  the  appropriations  or  legislative  committees  dealing 

Twith  health  matters.  The  real  source  of  its  power  is 
exposure  and  coercion  through  the  press  and  public 
opinion, 
he  Drug  Establishment  functions  with  all  the  smoothness  of 
an  intricate  Swiss  watch.  To  find  out  how  it  works,  and  why  your 
prescription  costs  so  much,  let  us  trace  the  path  of  a  mythical 
drug  through  the  expensive  maze  that  leads  to  your  medicine  cabi- 
net. We  shall  call  it  blythophrene.  It  has  an  airy,  genial,  "in" 
sound — just  right  for  an  Establishment  model. 

Blythophrene  may  first  appear  at  any  one  of  a  number  of  places 
within  the  Establishment.  It  may  be  a  promising  chemical  entity 
discovered  in  a  company  basic-research  project.  In  this  case  there 
are  no  problems;  the  company  merely  patents  the  compound,  in- 
forms the  F.D.A.  that  it  is  an  Investigational  New  Drug  and  that 
they  plan  to  follow  certain  steps  to  explore  its  potential,  and  they 
are  off  and  running.  In  another  case,  it  may  be  the  result  of  re- 
search carried  out  by  an  independent  investigator  who  makes  a 
deal  with  the  company  for  the  patent  rights.  From  this  point,  the 
company's  action  is  the  same  as  before.  In  a  third  instance,  bly- 
thophrene-may  be  the. product  of  government-sponsored  research — - 
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in  which  case  the  process  becomes  a  little  more  complicated. 

To  begin  with,  drug  companies  own  the  vast  majority  of  screen- 
ing and  testing  facilities  that  are  vital  to  defining  the  potential  uses 
of  promising  compounds — which  gives  them  a  virtual  stranglehold 
on  the  development  of  drugs  in  this  country.  Prior  to  1962,  the 
companies  routinely  made  tests  on  drugs  developed  by  government- 
sponsored  investigators  in  return  for  certain  rights  to  the  develop- 
ment and  marketing  oV  promising  drugs. 

But  in  1062  the  Department  of  Health,  Education,  and  Welfare 
— in  a  move  designed  to  prevent prlc  exploitation  of  publicly  funded 
inventions  for  private  gain — changed  its  p«,font  policy.  All  inven- 
tions involving  federal  funds  were  to  be  reported  to  the  Surgeon 
General  of  H.E.W.,  who  would  then  decide  on  the  disposition  of  the 
patent  rights. 

The  new  system  broke  down,  however,  partly  because  of  admin- 
istrative difficulties,  but  more  importantly  because  the  Establish- 
ment suddenly  closed  the  door  to  its  screening  r.nd  testing  facilities. 
John  Conner,  then  president  of  Merck,  Sharpe  &  Dohme  and  later 
Secretary  of  Commerce,  told  a  1062  meeting  at  Johns  Hopkins 
University  that  the  companies  would  refuse  to  cooperate  in  pro- 
ducing drugs  developed  from  government  research  unless  the  patent 
policy  was  changed  to  allow  them  to  patent  the  drugs  in  the  latter 
stages  of  their  development. 

The  blockade  was  so  effective  that  in  1067  H.E.W.  was  forced  to 
back  off  somewhat  and  allow  the  testing  company  to  patent  "new" 
uses  of  compounds  which  it  may  discover  at  its  own  expense  with- 
out the  participation  of  the  government  investigator,  even  "where 
such  new  use  is  within  the  field  of  research  work  supported  by  the 
grant." 

This  is  an  important  loophole,  because  not  all  the  potential  uses 
of  a  drug  can  be  determined  prior  to  the  screening  and  testing 
procedure.  For  example,  if  early  research  indicated  that  blytho- 
phrene  might  have  limited  use  in  the  treatment  of  schizophrenia, 
but  the  company,  through  the  screening  procedure,  discovered  that 
it  would  also  be  extremely  valuable  as  a  tranquilizer,  then  bly- 
thophrcne  could  be  patented  by  the  company  for  that  purpose. 

P.M.A.'s  president,  C.  Joseph  Stctler,  hailed  the  move  as  "a  much 
needed  improvement  ...  a  progressive  measure,"  and  there  was 
a  sudden  upswing  in  the  number  of  agreements  signed  between 
government  grantees  and  pharmaceutical  companies. 

Problems  still  exist,  however,  particularly  with  compounds  of 
limited  uses.  Last  year,  U.S.  Comptroller  General  Elmer  B.  Staats 
was  called  on  to  evaluate  the  usefulness  of  the  $53,000,000  public 
investment  in  basic  drug  research  between  1062  and  1067,  and 
found  that  the  loss  of  industry  screening  services  had  seriously 
limited  the  usefulness  of  government-sponsored  research.  He  noted 
the  improvement  since  the  1967  revision  and  urged  the  Secretary 
of  H.E.W.  to  take  further  steps  to  resolve  the  remaining  problems. 

93-999   O  -  73  -  pt.    1  --  21 
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The  result  may  be  that  the  government  will  have  to  back  down 
further  and  allow  the  Establishment  to  reap  even  larger  profits 
by  selling:  back  to  the  public  the  results  of  research  that  was  paid 
for  primarily  with  public  funds. 

But  let  us  assume  that  blythophrene  has  been  born  in  a  manu- 
facturer's lab.  That  means  it  is  safe  in  the  hands  of  the  Estab- 
lishment, which  now  has  to  consider  its  future.  There  is  a  long 
period  of  research  and  development  ahead  before  blythophrene  can 
make  its  contribution  to  the  company's  profit  margin.  To  save  itself 
a  great  deal  of  money,  the  company  tries  to  interest  one  of  the 
federal  drug-research  programs  which,  if  all  goes  well,  will  then 
undertake  to  do  all  the  research  free  for  the  company  at  taxpayers' 
expense. 

For  the  purpose  of  illustration,  blythophrene  is  a  catecholamine 
— a  substance  that  plays  an  important  role  in  treatment  of  psy- 
chiatric illness.  Psychopharmacology  is  a  fashionable  field  at  the 
moment,  and  our  compound  is  of  great  interest  to  the  National 
Institute  of  Mental  Health,  through  which  most  of  the  government's 
contribution  to  psychopharmacological  research  funds  arc  chan- 
neled. 

Blythophrene,  therefore,  finds  its  way  to  the  New  Senate  Office 
Building,  and  the  mahogany-and-leather-appointed  hearing  room 
of  the  Labor-H.E.W.,  and  Related  Agencies  Subcommittee  of  the 
Senate  Committee  on  Appropriations.  Here,  until  the  end  of  1968, 
Senator  Lister  Hill  (D.-Ala.)  presided  with  dignity,  charm,  and 
an  anordolnl  memory.  ^\ 

The  records  show  that  proper  presentation  by  government  wit- 
nesses before  the  subcommittee  will  pay  o(T,  and  blythophrene  will 
be  a  good  bet  for  inclusion  in  one  of  the  Institute's  important 
programs.  The  drug  company  gets  a  windfall.  But  it  is  not  alone. 

N.I.M.H.  is  not  the  only  unit  within  H.E.W.'s  Public  Health 
Service  that  does  drug  research.  Every  one  of  the  eight  National 
Institutes  of  Health,  the  Division  of  Biologies  Standards  (where 
vaccines,  serums,  and  derivatives  of  human  bloou*  are  approved) 
and  the  N.I.H.  Clinical  Center  in  Bethesda.  Maryland,  with  four 
thousand  inpatients  and  three  thousand  outpatients  a  year,-  carry 
out  large-scale  drug  research  with  public  funds.  The  Department 
of  Defense,  the  Veterans  Administration,  and  the  Public  Health 
Service  also  conduct  research  programs  that  benefit  the  Estab- 
lishment. 

It  is  difficult  to  establish  exactly  how  much  of  the  $1,400,000,000 
annual  budget  appronriated  for  N.I. II.  is  used  for  drug  research, 
but  a  good  example  of  the  kind  of  service  that  your  government 
provides  for  the  Drug  Establishment  with  your  money  is  the  Na- 
tional Heart  Institute's  new  Coronary  Drug  Study. 

Heart  disease  is  the  nation's  major  killer,  claiming  a  million 
lives  each  year.   An  important  cause  of  the  disease  is  the  high  fat 
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^content  of  the  American  diet.  The  high  fat  intake  is  thought  to 
increase  the  blood  levels  of  a  substance  called  cholesterol,  which 
gradually  forms  deposits  on  the  artery  walls,  reducing  the  flow 
of  blood  and  resulting,  eventually,  in  a  heart  attack. 

Four  compounds  that  reduce  cholesterol  levels  in  the  blood  are 
already  on  the  market,  and  N.H.I,  has  designed  a  project  to  learn 
'  whether  they  can  effectively  prevent  heart  attacks.  One  of  the 
drugs — nicotinic  acid-^-is  widely  available,  but  the  other  three, 
Prcmarin,  Clofibrate,  and  Choloxin,  are  the  exclusive  property  of 
two  Establishment  drUg  firms. 

Premarin  and  Clofibrate  arc  marketed  by  Ayerst  Laboratories, 
Division  of  American  Home  Products  Corporation,  and  Choloxin 
by  Travcnol  Laboratories,  a  division  of  Baxter  Laboratories. 

Some  fifty-five  clinics  have  already  joined  the  National  Heart 
Institute's  project,  and  some  8500  people  will  ultimately  be  enrolled. 
The  estimated  total  cost  is  $40,000,000,  and  the  results — if  positive 
— will  mean  vastly  increased  sales  of  those  drugs. 

VThc  companies'  contribution?  They  merely  provide 
the  investigators  with  free  supplies  of  the  drugs, 
ou  may  be  wondering  just  what  the  pharmaceutical  manufac- 
turers do  with  the  hu&e  sums  they  claim  to  set  aside  for  research 
and  development  each  year.  So  did  the  late  Senator  Estes  Kefauver, 
who  couldn't  find  out  When  he  conducted  his  famous  hearings  in 
1961  and  1962,  and  Senator  Nelson  has  had  little  more  success 
during  the  two  years  of  his  investigation.  Much  of  the  industry's 
own  research  has  to  bo  secret,  of  course,  but  Establishment  book- 
keeping procedures  apparently  are  so  circuitous  that  some  company 
presidents  themselves  claim  not  to  be  able  to  provide  even  a  gen- 
eralized breakdown.  t 

Only  the  Establishment  knows  for  sure  how  much  of  its  own 
research  makes  a  genuine  contribution  to  drug  development — and 
its  members  aren't  telling.  The  Establishment  is  aware  of  the 
interest,  however,  and  in  its  annual  report  for  1967  the  P.M. A. 
made  an  effort  to  appease  the  questioners. 

The  report  said  that  seventy-eight  P.M. A.  members — the  ones 
that  accomplish  most  of  the  industry's  research — had  budgeted 
$430,900,000  for  "R&D  Expenditures  for  Human-use  Drugs"  during 
1967.  It  even  went  so  far  as  to  define  "R&D  Expenditures"  as 
"the  total  cost  incurred  for  all  pharmaceutical  and  medical  research 
and  development  activity.  These  figures  include  the  cost  of  direct 
salaries,  other  direct  costs,  services,  routine  supplies,  and  support- 
ing costs,  plus  a  fair  share  of  overhead  (administration,  deprecia- 
tion, space  charges,  rent,  etc.)  for  pharmaceutical  research  and 
development." 

The  report  went  on  to  say  that  of  the  $430,900,p00  total,  $374,- 
100,000  was  to  be  spent  inside  the  firms,  and  $56,800,000  outside. 
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Of  this  latter  portion,  $16,600,000  goes  to  other  companies,  private 
laboratories,  and  foreign  countries.  And  since  as  a  rule  no  phar- 
'  maceutical  company  has,  on  its  own  premises  or  as  part  of  its 
,  corporation,  a  clinic  or  hospital  for  the  human  testing  on  new 
drugs,  this  means  that  only  $40,200,000  is  available  for  this  most 
important  purpose.  Representing  a  mere  8.9  percent  of  the  Estab- 
lishment's "research"  investment,  this  pays\for  research  carried  out 
by  private  practitioners  and  consultants,  and  by  investigators  in 
medical  schools,  hospitals,  and  clinics. 

Now,  if  we  take  another  Establishment  claim — that  "industry 
has  invested  $7,000,000  in  research  and  development  costs  for  every 
new  and  significant  drug  that  has  reached  the  public  during  the 
past  decade" — we  find  that  the  8.9  percent  of  it  that  went  into 
human  testing  comes  to  $623,000.  Compare  that  to  the  N.H.I, 
project  just  mentioned  in  which  you  are  spending  $10,000,000  on 
human  testing  on  each  of  three  Establishment  drugs.  ,Then  remem- 
ber that  if  the  drugs  do  perform  their  function,  you  will  have  to 
pay  for  them  all  over  again  at  the  drugstore.  ' 

The  disposition  of  the  bulk  of  the  Establishment's  R&D  expendi- 
tures is  impossible  to  determine.  We  know  that  some  of  the  re- 
search carried  out  by  pharmaceutical  companies  is  both  important 
and  valuable — but  we  don't  know  how  much.  In  their  efforts  to 
find  new  drugs,  the  companies  collected  thousands  of  soil  samples 
and  plants  from  all  over  the  world  and  ran  them  through  a  complex 
screening  process  for  any  sign  of  chemical  activity  that  might  be 
lurned  into  a  useful  drug.  This  was  a  long  and  costly  procedure, 
and  sometimes  important  new  compounds  were  discovered  as  a 
result.  However,  with  up  to  seventy-eight  companies  doing  this 
screening,  much  of  it  had  to  be  duplicative,  and,  therefore,  wasteful. 

Testing  new  compounds  in  animals  is  another  important  con- 
tribution made  by  the  pharmaceutical  manufacturers,  but  again,  we 
do  not  know  what  proportion  of  the  overall  research  figure  is 
allocated  for  this  purpose.  And,  as  I  shall  explain  later,  some  of 
this  is  wasteful. 

For  the  rest,  we  do  not  know  how  much  is  spent  on  the  salaries 
of  men  whose  job  it  is  to  comb  the  scientific  literature  for  clues 
on  what  the  competition  is  up  to.  Some  of  these  "clues"  can  lead 
to  another  important  activity  performed  by  drug-company  chemists. 
It  is  known  as  "molecular  manipulation,"  and  it  is  a  means  of 
circumventing  competitors'  patents. 

Let  us  say  that  Company  A  has  obtained  a  patent  on  a  compound 
with  an  extremely  promising  future.  Company  B  (and  possibly 
others)  spots  the  compound's  chemical  formula  in  the  literature 
and,  not  wanting  to  be  left  out  in  the  cold,  sets  to  work  to  come  up 
with  something  similar.  Company  B  chemists  take  the  chemical 
formula  and  attempt  to  change  its  structure  in  such  a  way  that  it 
^wjll  perform  essentially  the  same  function,  but  at  the  same  time 


329 


will  not  infringe  Company  Vs  patent  rights.  In  a  few  cases,  this 
njojccular  manipulation  will  result  in  an  improved  drug,  but  for 
the  most  part  what  comes  on  to  the  market  is  just  another  "me-too" 
drug  that  makes  no  contribution  to  medical  science  at  all. 

Then  there  is  "phony"  research,  performed  purely  for  advertising 
and  promotional  purposes.  This  particularly  involves  the  animal 
studies,  and  I  saw  many  instances  of  it  while  I  was  F.D.A.  Com- 
missioner. In  these  cases,  company  scientists  carry  out  "testing" 
on  animals,  the  results  of  which  can  be  predicted  in  advance,  merely 
to  flesh  out  the  supporting  bibliography  that  the  law  states  must 
accompany  any  promotional  or  advertising  literature  in  which 
.therapeutic  claims  are  made  for  the  drug.  On  the  surface,  these 
"^"studies"  look  genuine,  but  many  of  them  are  performed  well  after 
other  research  has  defined  the  uses  of  the  compound  under  study. 

Useful  or  not,  industry  research  and  development  is  a  legitimate 
business  expense  and  therefore  tax  deductible.  Besides,  by  the 
time  blythophrene  reaches  the  marketplace,  you  can  be  sure  it  has 
absorbed  its  share  of  these  costs. 

Before  we  get  blythophrene  into  the  drugstore,  however,  there 
is  another  element  that  should  be  mentioned  as  an  illustration  of 
the  way  in  which  the  Drug  Establishment  is  self-perpetuating.  This 
is  the  National  Academy  of  Sciences-National  Research  Council's 
Drug  Research  Board,  which  maintains  "broad  surveillance  of 
therapeutic  research  in  all  its  phases  and  provides  a  forum  in 

I  which  the  interests  and  responsibilities  of  investiga- 

tive   medicine,    industry,    and    government    may    be 
reconciled."    /  f  .  r, 

he  Academy  was  established  by  Congress  in  1863  as  an  adviser 
to  the  federal  government  on  matters  concerning  science,  engineer- 
ing, and  technology.  Like  its  counterparts  in  other  fields  within 
the  Academy,  the  Drug  Research  Board  is  available  "for  advice 
to  agencies  of  government  and  to  private  organizations  with  re- 
sponsibilities related  to  research  on  drugs,"  and  its  opinions  carry 
great  weight  in  the  determination  of  public  policy. 

The  concept  of  the  Board  is  an  admirable  one.  Around  its  meet- 
ing tables  can  be  gathered  together  the  best  thinking  in  govern- 
ment, industry,  and  science.  The  objective  is  to  produce  the  opti- 
mum opinions  about  drugs  for  the  health  of  the  nation.  The  Board 
has  certainly  dealt  with  some  fundamental  issues  in  the  drug  area. 
Nevertheless,  when  we  move  from  concept  to  reality,  we  see  that 
the  Board  is  composed  of  the  same  individuals  who  work  elsewhere 
in  the  marketplace.  The  Board  represents  not  only  the  best  of 
government,  industry,  and  science;  it  is,  by  its  very  membership, 
a  limited  forum  in  which  consensus  is  developed  for  the  Establish- 
ment, and  in  which  the  consensus  prevails.  One  illustration  comes 
quickly  to  mind : 
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While  still  Commissioner  of  the  F.D.A.,  I  advocated  the  publica- 
tion of  a  national  Drug:  Compendium  that  would  provide,  for  the 
nation's  physicians,  a  single  source  of  information  (including 
prices)  on  all  drugs  currently  on  the  market.  The  listing  would 
include  important  prescribing  information,  not  only  for  the  brand 
names  marketed  by  the  big  Establishment  companies,  but  also  the 
cheaper  equivalents  that  are  put  out  by  lesser-known  non-Estab- 
lishment manufacturers,  of  which  there  are  several  hundred.  There 
is  no  such  source  available  to  physicians  currently,  aside  from  the 
Physicians'  Desk  Reference,  which  is  published  annually  by  Medical 
Economics.  This  is  far  from  complete  and  lists  only  those  drugs 
whose  manufacturers  are  willing  to  pay  for  the  inclusion  of  their 
products.  The  companies  represented  are  mainly  Establishment 
companies. 

When  the  Compendium  was  first  discussed  with  the  N.A.S.-N.R.C. 
Drug  Research  Board,  it  met  with  a  degree  of  acceptance — but  not 

enough  to  overcome  the  Establishment's  opposition  to  having  its 
products  listed  on  an  equal  basis  with  those  of  non-Estaldishmcnt 
companies.  The  lack  of  the  Board's  unqualified  support  was  a  factor- 
in  the  failure  of  Congress  to  act  on  a  bill  to  establish  the  Com- 
pendium. 

In  the  case  of  a  single  drug  such  as  blythophrene,  the  Board's 
role  is  relatively  simple.  They  may  be  asked,  by  N.I.H.  or  the 
developing  company,  to  evaluate  the  early  research  on  the  com- 
pound and  provide  an  assessment  of  its  potential  value  to  medical 
science.  If  they  decide  it  has  little  promise,  they  will  simply  say  so. 
If  their  opinion  of  blythophrene's  potential  is  high,  however,  this 
will  be  an  important  factor  in  the  allocation  of  public  funds  to 
blythophrene  investigators. 

If  blythophrene  is  the  product  of  government  research  alone, 
the  Board's  opinion  will  arouse  the  interest  of  industry  in  develop- 
ing a  patentable  product  from  the  compound. 

It's  time  to  get  blythophrene  to  market.  And  this  is  where  the 
Establishment  comes  face  to  face  with  the  Food  and  Drug  Ad- 
ministration; for,  in  order  to  obtain  F.D.A.  approval,  the  company 
that  developed  the  drug  must  file  a  New  Drug  Application  that 
proves  that  blythophrene  is  both  safe  and  effective  in  the  treatment 
of  those  conditions  for  which  they  claim  it  may  be  prescribed. 

In  an  effort  to  impress  the  F.D.A.  with  overwhelming  evidence 
that  blythophrene  should  be  made  available  to  the  public  immedi- 
ately, the  company  puts  together  a  grab  bag  containing  every  scrap 
of  research  with  human  beings  that  has  been  done,  whether  by 
government  researchers,  investigators  in  academic  institutions  or 
hospital  centers,  or  industry-supported  private  physicians  who  want 
to  do  some  "research"  and  who  use  their  private  patients  as  volun- 
teers.   Often,  as  many  as  forty  cartons  of  "evidence"  on  a  single 
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drug  will  arrive  at  the  F.D.A. 's  Bureau  of  Medicine.  The  Bureau 
is  staffed  by  two  hundred  physicians,  as  well  as  pharmacists  and 
other  professional  and  administrative  personnel,  whose  job  it  is 
to  sift  through  this  mountain  of  paper  and  reach  a  decision  on  the 
drug's  future. 

Unfortunately,  with  the  emphasis  on  quantity  rather  than  quality, 
this  is  sometimes  difficult  to  do.  Time  and  taxpayers'  money  are 
often  wasted  while  the  Bureau  personnel  examine  the  evidence  only 
to  find  that  important  data  are  missing.  The  company  is  then  asked 
to  provide  the  missing  information.  While  Commissioner,  I  found 
that  too  much  of  the  evidence  submitted  by  the  companies  in  sup- 
port of  their  New  Drug  Applications  consisted  of  poorly  conceived 
and  badly  controlled  "clinical  studies"  that  added  nothing  to  the 
data  on  the  drug's  safety  and  efficacy.  I  said  many  times,  both  pub- 
licly and  in  private  discussions  with  manufacturers,  I  would  prefer 
to  see  a  few,  well-controlled  studies,  performed  by  experienced  in- 
vestigators, than  hundreds  of  minor  studies,  performed  on  a  few 
patients  by  private  practitioners  who  are  not  really  suited  to  that 
kind  of  work. 

If  my  suggestion  were  to  be  adopted.  F.D.A.  personnel  would  be 
involved  in  less  paper  work,  they  would  be  provided  with  all  the  data 
necessary  to  make  a  speedy,  scientific  decision — and  the  drug  would 
reach  the  public  sooner.  However,  as  can  be  seen  by  the  National 
Heart  Institute's  Coronary  Drug  Project,  such  studies  can  be  both 
time-consuming  and  costly — and  the  Drug  Establishment  prefers 
to  leave  that  kind  of  risk-taking  to  the  government.  At  any  rate, 
submissions  to  F.D.A.  based  on  my  suggested  concept  were  very 
few  and  far  between. 

If  blythophrene  is  safe  and  effective,  F.D.A.  will  approve  it  for 
marketing.  But  while  this  decision  is  being  made,  another  battle 
is  being  fought  on  another  front.  This  concerns  the  wording  of  the 
"package  insert" — the  descriptive  material  that  accompanies  each 
package  of  blythophrene  to  the  drugstore,  outlining  the  recom- 
mended dosages,  indications  for  use,  side  effects,  and  contraindica- 
tions. This,  along  with  the  wording  of  the  claims  that  may  be  made 
in  advertising  material,  is  also  the  responsibility  of  the  Food  and 
Drug  Administration. 

This  is  extremely  important  to  the  pharmaceutical  companies, 
because  this  is  where  the  money  i*  They  have  to  convince  the  physi- 
cian that  this  is  the  best  possible  product  in  its  field.  F.D.A.  on  the 
other  hand,  must  make  sure  that  the  advertising  claims  remain 
within  the  bounds  of  scientific  evidence. 

High-priced  lawyers  will  spend  hours  in  conference  with  F.D.A. 
oflkials.  haggling  over  the  wording  of  promotional  material,  en- 
gaging  in   semantic   argument*   as   to      (Continued  on  page  15!' 
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(Continued  from  page  121)  whether 
n  certain  section  of  government  regu- 
lations docs  or  docs  not  give  F.D.A. 
the  right  to  limit  the  company's 
"freedom"  in  a  certain  area.  Even- 
tually, at  your  expense,  agreement 
is  reached,  and  the  company  is  ready 
to  launch  hlythophrene  with  a  gigan- 
tic advertising  campaign  aimed  at 
the  physicians  who,  they  hope,  will 
prescribe  the  drug  freely. 

The  Drug  Establishment's  adver- 
tising campaigns  are  among  the  most 
impressive  in  all  media.  The  adver- 
tising and  promotional  budget  has 
boon  estimated  at  approximately 
$800,000,000  per  year— or  about  $3- 
000  for  each  physician  in  the  U.S. 

The  campaigns  embrace  not  only 
professional  journal  advertisements 
(the  Journal  of  the  American  Medi- 
cal Association  leads  the  field  with 
an  income  hitting  close  to  $10,500,000 
per  year),  but  also  convention  ex- 
hibits, seminars,  workshops,  closed- 
circuit  television,  FM  radio,  motion 
pictures,  slide  shows,  golf  tourna- 
ments, dinners,  annual  awards,  and 
"detailing."  (The  detail  man  is  a  per- 
sonal salesman  who  goes  from  doc- 
tor's office  to  doctor's  office,  spending 
an  average  of  six  minutes  extolling 
the  virtues  of  his  company's  newest 
or  most  trusted  product,  disparaging 
competitive  products,  leaving  behind 
free  samples,  calendars,  pens,  and 
other  memorabilia.)  One  company 
traditionally  hands  out  to  every  new 
medical-school  graduate  a  brand-new 
stethoscope  for  his  very  own.    j 

With  large  sums  at  their  disposal, 
the  advertising  agencies  that  handle 
pharmaceuticals  are  among  the  elite 
of  the  advertising  and  promotion 
business.  Among  the  most  prominent 
are  L.  W.  Frohlich  &  Company,  who 
has  handled  Parke,  Davis  &  Company 
for  years;   Donald  F.  Fitzsimmons, 


Inc.;  William  Douglas  Mc  Adams, 
Inc.,  who  shares  offices  with  Medical , 
Tribune  and  Hospital  Tribune;  Sud- 
ler  &  Hennessey,  Inc.;  Paul  Klemt- 
ner  &  Company,  Inc.;  William  Esty 
Company,  Inc.;  and  Robert  E.  Wil- 
son, Inc.  Except  for  Fitzsimmons  and 
Esty,  all  are  associate  members  of 
the  Pharmaceutical  Manufacturers 
Association. 

Liberally  sprinkled  with  drug  ads 
that  often  run  to  eight  four-color 
pages,  the  various  professional  and 
semiprofessional  journals  have  been 
willing  carriers  of  the  message  of  the 
Drug  Establishment.  Naturally,  they 
find  it  hard  to  agree  with  almost  any- 
thing said  by  federal  regulatory 
agencies.  This  is  understandable.  The 
Establishment  holds  tog^her  very 
well  at  this  point.  For,  exapiplc,  Dr. 
John  Adriani,  chairrna^  of  the 
A.M.A.'s  Council  on  Drugs  and  one- 
time adviser  to  the  F*TD.A.,  is  a  good 
friend  of  Dr.  Arthur  Sackler,  emi- 
nent New  York  psychiatrist  and  for- 
mer chairman  of  the  board  of  the 
William  Douglas  McAdams  adver- 
tising agency.  Dr.  Adriani  serves  on 
the  Editorial  Advisory  Board  of 
Medical  Tribune.  Dr.  Morris  Fish- 
bein,  former  A.M.A.  president  and 
editor  of  its  Journal,  is  editor  of 
Medical  World  News,  McGraw-Hill's 
leader  in  "mass-circulation"  news 
magazines  aimed  at  physicians  and 
second  in  advertising  revenue. 

The  Establishment's  powerful  grip 
on  the  physician's  reading  material 
is  important,  not  only  as  a  means  of 
putting  across  its  own  sales  pitch, 
but  also  because  very  often  it  is  the 
only  source  of  drug  information  that 
the  doctor  has.  By  assaulting  his  eyes 
with  thousands  of  colorful  ."brand- 
name"  ads,  the  Establishment  can 
blind  him  to  the  fact  that,  In  many 
instances,    cheaper   versions   of   the 
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same  drug  are  available  from  lesser- 
known  manufacturers. 

Establishment  propaganda  holds 
that  only  those  drugs  produced  by  "re- 
search-o r i  e  n  t e  d ,  quality-conscious" 
drug:  companies  can  be  said  to  be  safe 
and  effective.  Anything  else — partic- 
ularly anything-  made  by  the  smaller, 
non-Establishment  companies — is  po- 
tentially dangerous. 

The  facts  speak  differently,  how- 
ever, because  all  drugs,  whether  sold 
under  brand  names  or  generic  names, 
have  to  meet  certain  chemical  stand- 
ards set  by  two  national  agencies, 
the  U.S.  Pharmacopeia  and  the  Na- 
tional Formulary.  These  standards 
cannot  guarantee  equivalency,  but 
they  do  ensure  that  the  drugs  are 
pure  and  potent. 

In  addition,  the  cheaper  "generics" 
appear  to  be  good  enough  to  pass  the 
rigorous  tests  laid  down  by  federal 
agencies,  such  as  the  Department  of 
Defense,  which  form  the  major  part 
of  the  smaller  firms'  market,  buying 
large  quantities  of  drugs  on  a  bid 
basis.  The  small  companies,  with 
lower  production  and  distribution 
costs  and  no  advertising  or  research 
overhead,  often  outbid  the  Establish- 
ment firms  for  such  contracts. 

There  are  exceptions,  and  the 
F.D.A.  is  spending  additional  tax 
dollars  on  research  to  find  out 
whether  the  costly  brand-name  prod- 
ucts really  are  better  than  their 
cheaper  counterparts.  But  on  the 
basis  of  the  available  evidence  it  can 
reasonably  be  said  that  two  drugs, 
which  contain  the  same  active  in- 
gredients and  meet  the  same  chemi- 
cal standards  required  before  mar- 
keting approval  can  be  given,  will 
act  the  same  way  in  the  human  body. 

However,  when  I  tried  to  list 
brand-name  drugs  and  their\  so- 
called  "generic  equivalents"  together 


in  our  proposed  Drug  Compendium, 
the  Drug  Research  Board  balked  at 
the  idea.  Their  opinion — which  co- 
incided with  the  Drug  Establish- 
ment's view — is  that  the  generic 
drugs  have  yet  to  be  proved  as  good 
as  brand  names. 

The  lengths  to  which  Establish- 
ment figures  will  go  to  protect  the 
myth  of  brand-name  superiority  is 
perhaps  best  illustrated  by  Senator 
Nelson's  confrontation  with  W.  H. 
Conzen,  president  of  Schering  Cor- 
poration. 

Nelson  was  particularly  interested 
in  the  pricing  structure  of  Meticor- 
ten,  Schering's  brand  irf  prednisone, 
an  important  an ti -inflammatory 
agent  used  in  the  treatment  of  chron- 
ic arthritis,  allergies,  and  skin  Arid 
eye  inflammation.  Many  versions  of 
the  drug  arc  available,  and  the  prices 
range  from  Schering's  $176  per  thou- 
sand to  $4.53  per  thousand  for  a 
version  manufactured  'ny  Upjohn. 
Many  non-Establishment  companies 
have  prednisone  available  in  the  Up- 
john price  range. 

Mr.  Conzen  was  asked  whether  the 
Defense  Supply  Agency — "which  is 
supplying  Walter  Reed,  where  Presi- 
dents, Congressmen,  and  generals  are 
treated" — was  getting  an  inferior 
product  when  it  accepted  the  lower- 
priced  prednisone. 

"I  cannot  say  whether  it  is  thera- 
peutically equivalent,"  Mr.  Conzen 
said.  "I  can  say  that  they  arc  defi- 
nitely buying  a  first-class  drug  which 
complies  with  and  meets  the  tests  and 
standards  of  the  agency,  which  arc 
very  exact." 

Yes,  but  "what  Is  thfcrc  about 
Meticorten  that  makes  it  worth  $170 
a  thousand,  when  the  government  is 
buying  it  for  $4.53  [and]  New  York 
City  is  buying  it  for  $4.58  a  thou- 
sand?" Senator  Nelson  asked. 
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"Several  points,"  Mr.  Conzen  said. 
"One,  the  overwhelming  clinical  evi- 
dence as  to  the  efficacy  of  our  brand 
unmatched  by  any  other  brand  or 
make  of  prednisone.  Second,  our  con- 
tinuing research  and  the  contribu- 
tions which  the  sale  of  Meticorten 
make  to  enable  us  to  continue  to  com- 
pete in  this  business  as  a  research- 
oriented  company,  which  strives  for 
innovation,  and  plays  its  part  in 
bringing  benefits  to  the  public, 
which,  in  terms  of  health  and  any- 
thing else,  are  unsurpassed  any- 
where in  the  world." 

Mr.  Conzen,  also  in  his  testimony, 
spoke  of  Schering's  discovery  of 
prednisone  in  1064  and  the  research 
that  his  company  puts  into  new  drugs 
of  that  kind.  Actually,  between  1953 
and  1907,  the  National  Institutes  of 
Health  invested  a  totali>f  $16,498,144 
in  grants  for  research  on  prednisone 
and  its  cousin  prednisolone.  (With 
annual  sales  of  $l,000,#6o,  one-third 
of  the  total  U.S.  prednisone  market, 
it  is  unlikely  Schering's  investment 
in  research  is  near  this  figure.) 

The  government-sponsored  re- 
search really  paid  off  for  Schering. 
Shortly  before  the  drug  was  ap- 
proved for  marketing,  the  results  of 
an  important  study  carried  out  at 
the  N.I.H.  Clinical  Center  were  re- 
ported to  a  meeting  of  the  American 
Rheumatism  Society.  This  assured 
the  immediate  success  of  Meticorten. 
The  prestige  of  the  National  Insti- 
tutes of  Health  was  put  behind  the 
drug;  physicians  responded  by  mak- 
ing it  the  leading  seller  in  the  field. 

The  stock,  market  also  responded, 
and  Schering's  stock  rose  from  $11 
per  share  to  $80. 

Mr.  Conzen  was  merely  following 
the  Establishment  line,  memorized 
and  repeated  by  all  Establishment 
figures  when  confronted  with  bother- 


some questions  concerning  the  high 
cost  of  their  drugs.  Harold  Burrows, 
former  president  of  Parke,  Davis  & 
Co.,  told  Senator  Nelson:  "Our  sales 
policy  has  to  be  such  as,  hopefully, 
to  produce  an  economic  climate  in 
which  we  will  be  inspired  and  en- 
couraged to  spend  money  for  re- 
search, if  the  health  and  well-being 
of  this  country  and  of  the  world  is 
to  bo  advanced.  I  think  that  the  ethi- 
cal pharmaceutical  industry,  includ- 
ing Parke,  Davis,  has  made  a  signifi- 
cant contribution  in  that  field  and 
we  hope  to  continue  to  do  so." 

The  climate  is  healthy  enough;  no 
one  will  dispute  that.  Annual  reports 
for  1967  for  just  a  felw  Establish- 
ment companies  reveal/  the  stat^  of 
the  industry's  health'!./  Merck  &  Co. 
had  sales  of  $528,<()Op#bo,  a  net  profit 
of  $89,000,000  on  an  investment  of 
25.4  percent;  Smith  Kline  &  French 
had  sales  of  $260,000,000,  a  net  profit 
of  $42,000,000  and  a  return  of  26.9 
percent;  Eli  Lilly  &  Co.  had  sales  of 
$408,000,000,  a  net  profit  of  $54,- 
000,000,  and  a  return  of  19.2  percent; 
and  G.  D.  Searlc  had  sales  of  $133,- 
000,000,  a  net  profit  of  $27,000,000, 
and  a  return  of  28.5  percent.  i 

The  question  arises,  therefore: 
With  the  nation  irrevocably  com- 
mitted to  providing  broader  and  bet- 
ter health  care  for  all  its  citizens, 
and  committed  as  well  to  build  drugs 
into  that  guaranteed  health-care 
system,  is  it  reasonable  for  this  small 
group  of  companies  to  charge  prices 
that  return  such  extravagant  profits 
— especially  when  the  public  invest- 
ment is  overwhelming  at  the  begin- 
ning (during  the  research  and  devel- 
opment stage)  and  at  the  end  (at  the 
time  of  purchase  for  defense  and 
civilian  medical-care  programs)  ? 

I  think  that  the  answer  should  be 
No.  But  the  Establishment  is  firmly 
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entrenched,  supported  by  an  unknow- 
ing public  and  a  captive  medical  pro- 
fession. Until  there  is  strong1,  organ- 
ized opposition,  the  Drug  Establish- 
ment is  safe. 

This  lack  of  organization  is  the 
major  reason  for  the  failure  of  op- 
ponents of  the  Establishment  to 
make  any  real  headway.  Too  often 
we  find  the  various  branches  of  gov- 
ernment, which  should  be  looking  out 
for  the  public  interest,  fighting 
among  themselves. 

There  are  many  examples,  but  the 
worst  that  I  can  recall  during  my 
term  as  Commissioner  involved  a  dis- 
pute between  the  F.D.A.  and  Senator 
Edward  V.  Long  (D.-Mo.).  Senator 
Long,  champion  of  the  right  to  pri- 
vacy, assigned  a  staff  consultant, 
Miles  Hadley  Robinson,  M.D.,  to  in- 
vestigate the  F.D.A.  Between  March 
and  October,  1967,'~Eo\inson — quite 
properly  while  he  was /a  Senate  em- 
ployee^— made  se^v^r'al  thousand 
copies  of  secret  F.D.A.  documents — 
with  particular  emphasis  on  those 
concerning  a  drug  called  Cothyrobal, 
submitted  for  approval  by  the  Vas- 
cular Pharmaceutical  Co. 

Robinson  resigned  from  Long's 
staff  on  April  12,  1968.  Four  days 
later  he  appeared  at  F.D.A.  with 
Louis  Mishell,  both  representing 
Vascular  Pharmaceutical,  and  re- 
quested "a  fair  decision  by  F.D.A. 
on  the  Cothyrobal  application" — 
meaning  approval  for  marketing. 

This  was  one  of  the  most  open  ex- 
amples of  conflict  of  interest  that  I 
had  ever  known,  and  while  Robin- 
son's   investigation    was    going    on, 

Senator  Long  was  making  speeches 
harshly  critical  of  the  F.D.A.,  in  the 
Senate,  to  the  press,  and  in  his  home 
state. 

The  F.D.A.  survived,  and  Senator 
Long  was   retired   by   the   Missouri 


'voters,  but  this  kind  of  dangerous 
and  unnecessary  backbiting  $  typi- 
cal of  the  problems  that  mist  be 
overcome  if  wc  are  to  counterbalance 
the  enormous  power  of  the  Drug  Es- 
tablishment. If  you  undermine  the 
public's  confid<  ice  in  its  "watchdog," 
you  destroy  your  main  weapon. 

The  public  investment  in  develop- 
ment of  drugs  is  too  large  to  permit 
the  continuation  of  a  system  under 
which  a  few  companies  are  allowed 
to  make  huge  profits  at  public  ex- 
pense. As  we  move  closer  to  our  aim 
for  quality  health  care  for  all  Amer- 
icans, public  attention  will  focus 
more  and  more  on  the  Drug  Estab- 
lishment and  they  will  see  the  need 
for  change.  Drugs  are  a  vital  health 
commodity  and  they  must  be  freely 
available  to  all  who  ne"»l  them — not 
just  /those  who  can  afford  them. 

[The  necess?'.  1  p  changes  could  be 
made  within  the  present  system,  if 
the  Establishment  were  willing  to  co- 
operate reasonably  and  rationally. 
By  trimming  idvertising  costs,  elim- 
inating unnecessary  research,  and 
cooperating,  rather  than  competing, 
with  the  government  in  the  dcv<  op 
mentof  new  drugs,  the  pharmaceuti- 
cal industry  could  deliver  drugs  to 
the  public  at  much  lower  prices — and 
still  make  a  reasonable  profit. 

If  the  Establishment  insists  on  fol- 
lowing its  present  course,  however, 
an  awakened  public  will  have  no  al- 
ternative but  to  demand  a  system  of 
governmental  control. 

Under  the  American  system,  the 
likelihood  of  nationalization  is  re- 
mote— but  it  v  conceivable  th  \t  as 
the  public  invi  stment  in  the  health 
industry  grows  larger,  the  Drug  Es- 
tablishment may  well  find  itself  in 
the  position  of  explaining  to  Con- 
gress why  it  should  not  be  made  intc 
a  public  utility.     -Hf 
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Senator  Kennedy.  Tomorrow  we  will  look  into  behavior  research, 
psychosurgery,  electrical  stimulation  of  the  brain. 

The  hearings  will  begin  at  10  a.m.,  in  room  4232. 

[Whereupon,  at  12 :25  p.m.,  the  hearing  was  adjourned  to  reconvene 
at  10  a.m.,  February  23, 1973.] 
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